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Discover results across fi broid sizes and locations at OriahnnHCP.com

of women taking ORIAHNN met the 
primary endpoint (n=189) vs 11% of those 

who received placebo (n=94) at Final Month 
in ELARIS UF-2 (P<0.001)1,*

77% 
average bleeding reduction

seen at Month 12 

>50%

ORIAHNN is the fi rst oral 
treatment specifi cally indicated 
for heavy menstrual bleeding 

due to uterine fi broids in 
premenopausal women1

1st

INDICATION
ORIAHNN™ (elagolix, estradiol, and norethindrone acetate capsules; 
elagolix capsules) is indicated for the management of heavy 
menstrual bleeding associated with uterine leiomyomas (fi broids) in 
premenopausal women. Use of ORIAHNN should be limited to 
24 months due to the risk of continued bone loss, which may not 
be reversible.
IMPORTANT SAFETY INFORMATION
THROMBOEMBOLIC AND VASCULAR EVENTS
Estrogen and progestin combinations, including ORIAHNN, increase 
the risk of thrombotic or thromboembolic disorders, including 
pulmonary embolism, deep vein thrombosis, stroke, and myocardial 
infarction, especially in women at increased risk for these events. 

ORIAHNN is contraindicated in women with current or a history of 
thrombotic or thromboembolic disorders and in women at increased 
risk for these events, including women over 35 years of age who 
smoke and women with uncontrolled hypertension.
CONTRAINDICATIONS
•  ORIAHNN is contraindicated in women at a high risk of arterial, 

venous thrombotic, or thromboembolic disorders; who are pregnant; 
with known osteoporosis; current or history of breast cancer or other 
hormonally sensitive malignancies; known hepatic impairment or 
disease; undiagnosed abnormal uterine bleeding; known anaphylactic 
reaction, angioedema, or hypersensitivity to ingredients of ORIAHNN; 
or with concomitant use of organic anion transporting polypeptide 
(OATP) 1B1 inhibitors that are known or expected to signifi cantly 
increase elagolix plasma concentrations.

WARNINGS AND PRECAUTIONS
Thromboembolic Disorders and Vascular Events
•  ORIAHNN is contraindicated in women with current or a history of 

thrombotic or thromboembolic disorders and in women at increased 
risk for these events. Components of ORIAHNN increase the risk 
of thrombotic or thromboembolic disorders, including pulmonary 
embolism, deep vein thrombosis, stroke, and myocardial infarction, 
especially in women at high risk for these events. In general, the risk is 
greatest among women over 35 years of age who smoke, and women 
with uncontrolled hypertension, dyslipidemia, vascular disease, 
or obesity.

•  Discontinue ORIAHNN if an arterial or venous thrombotic, 
cardiovascular, or cerebrovascular event occurs. If feasible, 
discontinue ORIAHNN at least 4 to 6 weeks before surgery of the 
type associated with an increased risk of thromboembolism, or 
during periods of prolonged immobilization. Stop ORIAHNN if there 
is sudden, unexplained partial or complete loss of vision, proptosis, 
diplopia, papilledema, or retinal vascular lesions and evaluate for 
retinal vein thrombosis immediately.

Bone Loss
•  ORIAHNN is contraindicated in women with known osteoporosis. 

ORIAHNN may cause a decrease in bone mineral density (BMD) in 
some patients, which is greater with increasing duration of use and 
may not be completely reversible after stopping treatment.

•  The impact of ORIAHNN-associated decreases in BMD on long-term 
bone health and future fracture risk is unknown. Consider the benefi ts 
and risks of ORIAHNN in patients with a history of low-trauma fracture 
or other risk factors for osteoporosis or bone loss, including those 
taking medications that may decrease BMD (e.g., systemic or chronic 
inhaled corticosteroids, anticonvulsants, or proton pump inhibitors).

•  Assessment of BMD by dual-energy X-ray absorptiometry (DXA) 
is recommended at baseline and periodically thereafter. Consider 
discontinuing ORIAHNN if the risk associated with bone loss exceeds 
the potential benefi t of treatment. Limit the duration of use to 24 
months to reduce the extent of bone loss.

Hormonally Sensitive Malignancies
•  ORIAHNN is contraindicated in women with current or a history of 

breast cancer and in women at increased risk for hormonally sensitive 
malignancies, such as those with mutations in BRCA genes.

•  The use of estrogen alone and estrogen plus progestin has been 
reported to result in an increase in abnormal mammograms requiring 
further evaluation. Surveillance measures, such as breast examinations 
and regular mammography, are recommended. Discontinue ORIAHNN 
if a hormonally sensitive malignancy is diagnosed.

Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood 
Disorders
•  Depression, depressed mood, and/or tearfulness were reported 

at a higher incidence in women taking ORIAHNN (3%) compared 
with placebo (1%) in the Phase 3 clinical trials. Suicidal ideation and 
behavior, including a completed suicide, occurred in women treated 
with lower doses of elagolix in clinical trials conducted for a di¢ erent 
indication.

•  Promptly evaluate patients with depressive symptoms to determine 
whether the risks of continued therapy outweigh the benefi ts. Patients 
with new or worsening depression, anxiety, or other mood changes 
should be referred to a mental health professional, as appropriate.

•  Advise patients to seek immediate medical attention for suicidal 
ideation and behavior. Reevaluate the benefi ts and risks of continuing 
ORIAHNN if such events occur.

Hepatic Impairment and Transaminase Elevations
•  ORIAHNN is contraindicated in women with known hepatic 

impairment or disease.
•  Transaminase elevations in alanine aminotransferase (ALT) and 

aspartate aminotransferase (AST) occurred with ORIAHNN in Phase 
3 clinical trials. No pattern in time to onset of these liver transaminase 
elevations was identifi ed. Transaminase levels returned to baseline 
within 4 months after peak values in these patients.

•  Instruct patients to promptly seek medical attention in case of 
symptoms or signs that may refl ect liver injury, such as jaundice.

Elevated Blood Pressure
•  ORIAHNN is contraindicated in women with uncontrolled 

hypertension. Maximum mean increases in systolic blood pressure 
occurred at Month 5, and a mean maximum increase in diastolic 
blood pressure occurred at Month 4 in ORIAHNN-treated women, as 
compared to placebo-treated women.

•  For women with well-controlled hypertension, continue to monitor 
blood pressure and stop ORIAHNN if blood pressure rises signifi cantly. 
Monitor blood pressure in normotensive women treated with 
ORIAHNN.

Gallbladder Disease or History of Cholestatic Jaundice
•  Studies among estrogen users suggest a small increased relative 

risk of developing gallbladder disease. For women with a history 
of cholestatic jaundice associated with past estrogen use or with 
pregnancy, assess the risk-benefi t of continuing therapy. Discontinue 
ORIAHNN if jaundice occurs.

Change in Menstrual Bleeding Pattern and Reduced Ability to 
Recognize Pregnancy
•  ORIAHNN may delay the ability to recognize the occurrence of a 

pregnancy because it may reduce the intensity, duration, and amount 
of menstrual bleeding. Perform pregnancy testing if pregnancy is 
suspected and discontinue ORIAHNN if pregnancy is confi rmed.

•  The e¢ ect of hormonal contraceptives on the e¥  cacy of ORIAHNN is 
unknown. Advise women to use non-hormonal contraception during 
treatment and for 1 week after discontinuing ORIAHNN.

E� ects on Carbohydrate and Lipid Metabolism
•  ORIAHNN may decrease glucose tolerance and result in increased 

glucose levels. More frequent monitoring in ORIAHNN-treated women 
with prediabetes and diabetes may be needed.

•  In women with preexisting hypertriglyceridemia, estrogen therapy 
may be associated with elevations of plasma triglycerides leading 
to pancreatitis. Use of elagolix is associated with increases in total 
cholesterol, low-density lipoprotein cholesterol (LDL-C), high-density 
lipoprotein cholesterol (HDL-C), and serum triglycerides. Monitor lipid 
levels and consider discontinuing ORIAHNN if hypercholesterolemia 
or hypertriglyceridemia worsens.

Alopecia
•  In Phase 3 clinical trials, more women experienced alopecia, hair loss, 

and hair thinning with ORIAHNN (3.5%) compared to placebo (1.0%). 
In almost one-third of a¢ ected ORIAHNN-treated women, alopecia 
was the reason for discontinuing treatment. No specifi c pattern was 
described. In the majority of these women, hair loss was continuing 
when ORIAHNN was stopped. Whether the hair loss is reversible is 
unknown. Consider discontinuing ORIAHNN if hair loss becomes a 
concern. 

E� ect on Other Laboratory Results
•  The use of estrogen and progestin combinations may raise serum 

concentrations of binding proteins (e.g., thyroid-binding globulin, 
corticosteroid-binding globulin), which may reduce the free thyroid 
or corticosteroid hormone levels. Patients with hypothyroidism and 
hypoadrenalism may require higher doses of thyroid hormone or 
cortisol replacement therapy, respectively.

•  The use of estrogen and progestin may also a¢ ect the levels of sex 
hormone-binding globulin, coagulation factors, lipids, and glucose.

RISK OF ALLERGIC REACTIONS DUE TO THE INACTIVE INGREDIENT 
(FD&C YELLOW NO. 5)
•  ORIAHNN contains FD&C Yellow No. 5 (tartrazine), which may 

cause allergic-type reactions (including bronchial asthma) in certain 
susceptible persons. Although the overall incidence of FD&C Yellow 
No. 5 (tartrazine) sensitivity in the general population is low, it is 
frequently seen in patients who also have aspirin hypersensitivity.

ADVERSE REACTIONS
•  Most common adverse reactions occurring in ≥5% of women receiving 

ORIAHNN in clinical trials were hot fl ush, headache, fatigue, and 
metrorrhagia.

These are not all of the possible side e¢ ects of ORIAHNN.
Safety and e¢ ectiveness of ORIAHNN in pediatric patients have not 
been established.

 ©2021 AbbVie Inc. North Chicago, IL 60064     US-ORIA-210171     May 2021

References: 1. ORIAHNN [package insert]. North Chicago, IL: AbbVie Inc. 2. Data on fi le. ABVRRTI71860. 3. Schla�  WD, Ackerman RT, Al-Hendy A, et al. Elagolix for heavy menstrual bleeding 
in women with uterine fi broids. N Engl J Med. 2020;382(4):328-340.* Primary endpoint was defi ned as ≥50% bleeding volume reduction from baseline to Final Month and <80 mL bleeding volume at Final Month. Final Month is defi ned as the last 28 days before 

and including the last treatment visit date or the last dose date. This can occur anytime from Month 1 to 6 in the pivotal studies.1

Please see Brief Summary of full Prescribing Information on the following pages of this advertisement.Please see additional Important Safety Information on next page and Brief Summary on the following pages of this advertisement.
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Results were similar in ELARIS UF-1: 69% of women taking ORIAHNN met the primary endpoint (n=206) vs 9% of those who received
placebo (n=102) at Final Month (P<0.001).1,*
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S:14.625"

S
:9.625"

T:15"

T:10"

B:16.25"

F:7.5"

FS:6.9375"

F:7.5"

FS:6.9375"

16-2663 US-ORIA-210171 AD.indd   1 5/28/21   2:20 PM

OBGYN1021_CV2-004_Orihann.indd   222OBGYN1021_CV2-004_Orihann.indd   222 9/29/21   2:09 PM9/29/21   2:09 PM



Discover results across fi broid sizes and locations at OriahnnHCP.com

of women taking ORIAHNN met the 
primary endpoint (n=189) vs 11% of those 

who received placebo (n=94) at Final Month 
in ELARIS UF-2 (P<0.001)1,*

77% 
average bleeding reduction

seen at Month 12 

>50%

ORIAHNN is the fi rst oral 
treatment specifi cally indicated 
for heavy menstrual bleeding 

due to uterine fi broids in 
premenopausal women1

1st

INDICATION
ORIAHNN™ (elagolix, estradiol, and norethindrone acetate capsules; 
elagolix capsules) is indicated for the management of heavy 
menstrual bleeding associated with uterine leiomyomas (fi broids) in 
premenopausal women. Use of ORIAHNN should be limited to 
24 months due to the risk of continued bone loss, which may not 
be reversible.
IMPORTANT SAFETY INFORMATION
THROMBOEMBOLIC AND VASCULAR EVENTS
Estrogen and progestin combinations, including ORIAHNN, increase 
the risk of thrombotic or thromboembolic disorders, including 
pulmonary embolism, deep vein thrombosis, stroke, and myocardial 
infarction, especially in women at increased risk for these events. 

ORIAHNN is contraindicated in women with current or a history of 
thrombotic or thromboembolic disorders and in women at increased 
risk for these events, including women over 35 years of age who 
smoke and women with uncontrolled hypertension.
CONTRAINDICATIONS
•  ORIAHNN is contraindicated in women at a high risk of arterial, 

venous thrombotic, or thromboembolic disorders; who are pregnant; 
with known osteoporosis; current or history of breast cancer or other 
hormonally sensitive malignancies; known hepatic impairment or 
disease; undiagnosed abnormal uterine bleeding; known anaphylactic 
reaction, angioedema, or hypersensitivity to ingredients of ORIAHNN; 
or with concomitant use of organic anion transporting polypeptide 
(OATP) 1B1 inhibitors that are known or expected to signifi cantly 
increase elagolix plasma concentrations.

WARNINGS AND PRECAUTIONS
Thromboembolic Disorders and Vascular Events
•  ORIAHNN is contraindicated in women with current or a history of 

thrombotic or thromboembolic disorders and in women at increased 
risk for these events. Components of ORIAHNN increase the risk 
of thrombotic or thromboembolic disorders, including pulmonary 
embolism, deep vein thrombosis, stroke, and myocardial infarction, 
especially in women at high risk for these events. In general, the risk is 
greatest among women over 35 years of age who smoke, and women 
with uncontrolled hypertension, dyslipidemia, vascular disease, 
or obesity.

•  Discontinue ORIAHNN if an arterial or venous thrombotic, 
cardiovascular, or cerebrovascular event occurs. If feasible, 
discontinue ORIAHNN at least 4 to 6 weeks before surgery of the 
type associated with an increased risk of thromboembolism, or 
during periods of prolonged immobilization. Stop ORIAHNN if there 
is sudden, unexplained partial or complete loss of vision, proptosis, 
diplopia, papilledema, or retinal vascular lesions and evaluate for 
retinal vein thrombosis immediately.

Bone Loss
•  ORIAHNN is contraindicated in women with known osteoporosis. 

ORIAHNN may cause a decrease in bone mineral density (BMD) in 
some patients, which is greater with increasing duration of use and 
may not be completely reversible after stopping treatment.

•  The impact of ORIAHNN-associated decreases in BMD on long-term 
bone health and future fracture risk is unknown. Consider the benefi ts 
and risks of ORIAHNN in patients with a history of low-trauma fracture 
or other risk factors for osteoporosis or bone loss, including those 
taking medications that may decrease BMD (e.g., systemic or chronic 
inhaled corticosteroids, anticonvulsants, or proton pump inhibitors).

•  Assessment of BMD by dual-energy X-ray absorptiometry (DXA) 
is recommended at baseline and periodically thereafter. Consider 
discontinuing ORIAHNN if the risk associated with bone loss exceeds 
the potential benefi t of treatment. Limit the duration of use to 24 
months to reduce the extent of bone loss.

Hormonally Sensitive Malignancies
•  ORIAHNN is contraindicated in women with current or a history of 

breast cancer and in women at increased risk for hormonally sensitive 
malignancies, such as those with mutations in BRCA genes.

•  The use of estrogen alone and estrogen plus progestin has been 
reported to result in an increase in abnormal mammograms requiring 
further evaluation. Surveillance measures, such as breast examinations 
and regular mammography, are recommended. Discontinue ORIAHNN 
if a hormonally sensitive malignancy is diagnosed.

Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood 
Disorders
•  Depression, depressed mood, and/or tearfulness were reported 

at a higher incidence in women taking ORIAHNN (3%) compared 
with placebo (1%) in the Phase 3 clinical trials. Suicidal ideation and 
behavior, including a completed suicide, occurred in women treated 
with lower doses of elagolix in clinical trials conducted for a di¢ erent 
indication.

•  Promptly evaluate patients with depressive symptoms to determine 
whether the risks of continued therapy outweigh the benefi ts. Patients 
with new or worsening depression, anxiety, or other mood changes 
should be referred to a mental health professional, as appropriate.

•  Advise patients to seek immediate medical attention for suicidal 
ideation and behavior. Reevaluate the benefi ts and risks of continuing 
ORIAHNN if such events occur.

Hepatic Impairment and Transaminase Elevations
•  ORIAHNN is contraindicated in women with known hepatic 

impairment or disease.
•  Transaminase elevations in alanine aminotransferase (ALT) and 

aspartate aminotransferase (AST) occurred with ORIAHNN in Phase 
3 clinical trials. No pattern in time to onset of these liver transaminase 
elevations was identifi ed. Transaminase levels returned to baseline 
within 4 months after peak values in these patients.

•  Instruct patients to promptly seek medical attention in case of 
symptoms or signs that may refl ect liver injury, such as jaundice.

Elevated Blood Pressure
•  ORIAHNN is contraindicated in women with uncontrolled 

hypertension. Maximum mean increases in systolic blood pressure 
occurred at Month 5, and a mean maximum increase in diastolic 
blood pressure occurred at Month 4 in ORIAHNN-treated women, as 
compared to placebo-treated women.

•  For women with well-controlled hypertension, continue to monitor 
blood pressure and stop ORIAHNN if blood pressure rises signifi cantly. 
Monitor blood pressure in normotensive women treated with 
ORIAHNN.

Gallbladder Disease or History of Cholestatic Jaundice
•  Studies among estrogen users suggest a small increased relative 

risk of developing gallbladder disease. For women with a history 
of cholestatic jaundice associated with past estrogen use or with 
pregnancy, assess the risk-benefi t of continuing therapy. Discontinue 
ORIAHNN if jaundice occurs.

Change in Menstrual Bleeding Pattern and Reduced Ability to 
Recognize Pregnancy
•  ORIAHNN may delay the ability to recognize the occurrence of a 

pregnancy because it may reduce the intensity, duration, and amount 
of menstrual bleeding. Perform pregnancy testing if pregnancy is 
suspected and discontinue ORIAHNN if pregnancy is confi rmed.

•  The e¢ ect of hormonal contraceptives on the e¥  cacy of ORIAHNN is 
unknown. Advise women to use non-hormonal contraception during 
treatment and for 1 week after discontinuing ORIAHNN.

E� ects on Carbohydrate and Lipid Metabolism
•  ORIAHNN may decrease glucose tolerance and result in increased 

glucose levels. More frequent monitoring in ORIAHNN-treated women 
with prediabetes and diabetes may be needed.

•  In women with preexisting hypertriglyceridemia, estrogen therapy 
may be associated with elevations of plasma triglycerides leading 
to pancreatitis. Use of elagolix is associated with increases in total 
cholesterol, low-density lipoprotein cholesterol (LDL-C), high-density 
lipoprotein cholesterol (HDL-C), and serum triglycerides. Monitor lipid 
levels and consider discontinuing ORIAHNN if hypercholesterolemia 
or hypertriglyceridemia worsens.

Alopecia
•  In Phase 3 clinical trials, more women experienced alopecia, hair loss, 

and hair thinning with ORIAHNN (3.5%) compared to placebo (1.0%). 
In almost one-third of a¢ ected ORIAHNN-treated women, alopecia 
was the reason for discontinuing treatment. No specifi c pattern was 
described. In the majority of these women, hair loss was continuing 
when ORIAHNN was stopped. Whether the hair loss is reversible is 
unknown. Consider discontinuing ORIAHNN if hair loss becomes a 
concern. 

E� ect on Other Laboratory Results
•  The use of estrogen and progestin combinations may raise serum 

concentrations of binding proteins (e.g., thyroid-binding globulin, 
corticosteroid-binding globulin), which may reduce the free thyroid 
or corticosteroid hormone levels. Patients with hypothyroidism and 
hypoadrenalism may require higher doses of thyroid hormone or 
cortisol replacement therapy, respectively.

•  The use of estrogen and progestin may also a¢ ect the levels of sex 
hormone-binding globulin, coagulation factors, lipids, and glucose.

RISK OF ALLERGIC REACTIONS DUE TO THE INACTIVE INGREDIENT 
(FD&C YELLOW NO. 5)
•  ORIAHNN contains FD&C Yellow No. 5 (tartrazine), which may 

cause allergic-type reactions (including bronchial asthma) in certain 
susceptible persons. Although the overall incidence of FD&C Yellow 
No. 5 (tartrazine) sensitivity in the general population is low, it is 
frequently seen in patients who also have aspirin hypersensitivity.

ADVERSE REACTIONS
•  Most common adverse reactions occurring in ≥5% of women receiving 

ORIAHNN in clinical trials were hot fl ush, headache, fatigue, and 
metrorrhagia.

These are not all of the possible side e¢ ects of ORIAHNN.
Safety and e¢ ectiveness of ORIAHNN in pediatric patients have not 
been established.

 ©2021 AbbVie Inc. North Chicago, IL 60064     US-ORIA-210171     May 2021

References: 1. ORIAHNN [package insert]. North Chicago, IL: AbbVie Inc. 2. Data on fi le. ABVRRTI71860. 3. Schla�  WD, Ackerman RT, Al-Hendy A, et al. Elagolix for heavy menstrual bleeding 
in women with uterine fi broids. N Engl J Med. 2020;382(4):328-340.* Primary endpoint was defi ned as ≥50% bleeding volume reduction from baseline to Final Month and <80 mL bleeding volume at Final Month. Final Month is defi ned as the last 28 days before 

and including the last treatment visit date or the last dose date. This can occur anytime from Month 1 to 6 in the pivotal studies.1

Please see Brief Summary of full Prescribing Information on the following pages of this advertisement.Please see additional Important Safety Information on next page and Brief Summary on the following pages of this advertisement.
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DO NOT RE-SIZE

ORIAHNNTM (elagolix, estradiol, and norethindrone acetate capsules; elagolix capsules)
co-packaged for oral use

PROFESSIONAL BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR  
FULL PRESCRIBING INFORMATION

WARNING: THROMBOEMBOLIC DISORDERS AND VASCULAR EVENTS 
• Estrogen and progestin combinations, including ORIAHNN, 

increase the risk of thrombotic or thromboembolic disorders 
including pulmonary embolism, deep vein thrombosis, stroke 
and myocardial infarction, especially in women at increased risk 
for these events [see Warnings and Precautions]. 

• ORIAHNN is contraindicated in women with current or a history 
of thrombotic or thromboembolic disorders and in women at 
increased risk for these events, including women over 35 years 
of age who smoke and women with uncontrolled hypertension 
[see Contraindications].

INDICATIONS AND USAGE
ORIAHNN is indicated for the management of heavy menstrual bleeding 
associated with uterine leiomyomas (fibroids) in premenopausal women. 
Limitation of Use: 
Use of ORIAHNN should be limited to 24 months due to the risk of continued 
bone loss, which may not be reversible [see Warnings and Precautions]. 
CONTRAINDICATIONS
ORIAHNN is contraindicated in women: 
• With a high risk of arterial, venous thrombotic, or thromboembolic 

disorders [see Boxed Warning and Warnings and Precautions]. Examples 
include women over 35 years of age who smoke, and women who are 
known to have:
◦ current or history of deep vein thrombosis or pulmonary embolism
◦ vascular disease (e.g., cerebrovascular disease, coronary artery 

disease, peripheral vascular disease)
◦ thrombogenic valvular or thrombogenic rhythm diseases of the heart 

(for example, subacute bacterial endocarditis with valvular disease, or 
atrial fibrillation) 

◦ inherited or acquired hypercoagulopathies
◦ uncontrolled hypertension 
◦ headaches with focal neurological symptoms or have migraine 

headaches with aura if over age 35
• Who are pregnant. Exposure to ORIAHNN early in pregnancy may increase 

the risk of early pregnancy loss [see Use in Specific Populations]. 
• With known osteoporosis because of the risk of further bone loss [see 

Warnings and Precautions].
• With current or history of breast cancer or other hormonally-sensitive 

malignancies, and with increased risk for hormonally-sensitive 
malignancies [see Warnings and Precautions]. 

• With known hepatic impairment or disease [see Warnings and 
Precautions]. 

• With undiagnosed abnormal uterine bleeding.
• With known anaphylactic reaction, angioedema, or hypersensitivity to 

ORIAHNN or any of its components.
• Taking inhibitors of organic anion transporting polypeptide (OATP)1B1 (a 

hepatic uptake transporter) that are known or expected to significantly 
increase elagolix plasma concentrations [see Drug Interactions]. 

WARNINGS AND PRECAUTIONS
Thromboembolic Disorders and Vascular Events
ORIAHNN is contraindicated in women with current or history of thrombotic 
or thromboembolic disorders and in women at increased risk for these 
events [see Contraindications]. In the Phase 3 clinical trials (Studies UF-1, 
UF-2, and UF-3), two thrombotic events occurred in 453 ORIAHNN-treated 
women (thrombosis in the calf and pulmonary embolism) [see Adverse 
Reactions]. Estrogen and progestin combinations, including the  
estradiol/norethindrone acetate component of ORIAHNN, increase the risk 
of thrombotic or thromboembolic disorders, including pulmonary embolism, 
deep vein thrombosis, stroke, and myocardial infarction, especially in 
women at high risk for these events. In general, the risk is greatest among 
women over 35 years of age who smoke, and women with uncontrolled 
hypertension, dyslipidemia, vascular disease, or obesity.
Discontinue ORIAHNN if an arterial or venous thrombotic, cardiovascular, 
or cerebrovascular event occurs or is suspected. If feasible, discontinue 
ORIAHNN at least 4 to 6 weeks before surgery of the type associated with 
an increased risk of thromboembolism, or during periods of prolonged 
immobilization.
Stop ORIAHNN immediately if there is sudden unexplained partial or 
complete loss of vision, proptosis, diplopia, papilledema, or retinal vascular 
lesions and evaluate for retinal vein thrombosis as these have been reported 
in patients receiving estrogens and progestins. 
Bone Loss 
ORIAHNN is contraindicated in women with known osteoporosis [see 
Contraindications]. ORIAHNN may cause a decrease in bone mineral density 
(BMD) in some patients. BMD loss is greater with increasing duration of 
use and may not be completely reversible after stopping treatment [see 
Adverse Reactions]. 
In the Phase 3 clinical trials (Studies UF-1, UF-2, and UF-3), seven out of 
453 (1.5%) ORIAHNN-treated women experienced fractures, including one 
(0.2%) with a fragility fracture, compared to one out of 196 (0.5%)  
placebo-treated women (patient had a non-fragility fracture). Five of the 
seven ORIAHNN-treated women reported these fractures in the post-
treatment follow-up period. The impact of BMD decreases on long-term 
bone health and future fracture risk in premenopausal women is unknown. 
Consider the benefits and risks of ORIAHNN treatment in patients with a 
history of a low-trauma fracture or other risk factors for osteoporosis or 
bone loss, including taking medications that may decrease BMD (e.g., 
systemic or chronic inhaled corticosteroids, anticonvulsants, or proton 
pump inhibitors). 
Assessment of BMD by dual-energy X-ray absorptiometry (DXA) is 
recommended at baseline and periodically thereafter. Consider discontinuing 
ORIAHNN if the risk associated with bone loss exceeds the potential benefit 
of treatment. Limit the duration of use to 24 months to reduce the extent of 
bone loss [see Indications and Usage]. 
Although the effect of supplementation with calcium and vitamin D was not 
studied, such supplementation for patients with inadequate dietary intake 
may be beneficial. 

Hormonally-Sensitive Malignancies
ORIAHNN is contraindicated in women with current or history of breast 
cancer and in women at increased risk for hormonally-sensitive 
malignancies, such as those with mutations in BRCA genes [see 
Contraindications]. 
In the Phase 3 clinical trials (Studies UF-1, UF-2, and UF-3), two (0.4%) 
cases of breast cancer in 453 ORIAHNN-treated women were observed. 
No breast cancer cases were seen in placebo-treated women [see Adverse 
Reactions]. 
The use of estrogen alone and estrogen plus progestin has been reported 
to result in an increase in abnormal mammograms requiring further 
evaluation. Surveillance measures, such as breast examinations and regular 
mammography, are recommended. Discontinue ORIAHNN if a  
hormonally-sensitive malignancy is diagnosed.
Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood 
Disorders
In Phase 3 placebo-controlled clinical trials (Studies UF-1 and UF-2), 
ORIAHNN-treated women had a higher incidence (3%) of depression, 
depressed mood, and/or tearfulness compared to placebo-treated women 
(1%) [see Adverse Reactions]. Suicidal ideation and behavior, including a 
completed suicide, occurred in women treated with lower doses of elagolix 
in clinical trials conducted for a different indication. 
Promptly evaluate patients with depressive symptoms to determine whether 
the risks of continued therapy outweigh the benefits. Patients with new or 
worsening depression, anxiety, or other mood changes should be referred 
to a mental health professional, as appropriate. Advise patients to seek 
immediate medical attention for suicidal ideation and behavior. Reevaluate 
the benefits and risks of continuing ORIAHNN if such events occur. 
Hepatic Impairment and Transaminase Elevations 
Contraindication in Patients with Hepatic Impairment
ORIAHNN is contraindicated in women with known hepatic impairment or 
disease [see Contraindications and Use in Specific Populations]. 
Transaminase Elevations 
In Phase 3 placebo-controlled clinical trials (Studies UF-1 and UF-2), 
elevations (> 3 times the upper limit of the reference range) in alanine 
aminotransferase (ALT) and aspartate aminotransferase (AST) occurred in 
1.1% (4/379) and 1.3% (5/379) of ORIAHNN-treated patients, respectively, 
compared to no elevations in placebo. Transaminases peaked at 8 times 
the upper limit for ALT and 6 times the upper limit for AST. No pattern 
in time to onset of these liver transaminase elevations was identified. 
Transaminase levels returned to baseline within 4 months after peak values 
in these patients. 
Instruct patients to promptly seek medical attention in case of symptoms or 
signs that may reflect liver injury, such as jaundice [see Adverse Reactions]. 
Elevated Blood Pressure 
ORIAHNN is contraindicated in women with uncontrolled hypertension [see 
Contraindications]. In Studies UF-1 and UF-2, a maximum mean increase 
in systolic blood pressure of 5.1 mmHg [95% confidence interval (CI) 2.68, 
7.59] occurred at Month 5, and a maximum mean increase in diastolic 
blood pressure of 2.1 mmHg (95% CI 0.43, 3.84) occurred at Month 4 in 
ORIAHNN-treated women, as compared to placebo-treated women [see 
Adverse Reactions]. 
For women with well-controlled hypertension, continue to monitor blood 
pressure and stop ORIAHNN if blood pressure rises significantly. Monitor 
blood pressure in normotensive women treated with ORIAHNN. 
Gallbladder Disease or History of Cholestatic Jaundice
Studies among estrogen users suggest a small increased relative risk of 
developing gallbladder disease. For women with a history of cholestatic 
jaundice associated with past estrogen use or with pregnancy, assess the 
risk-benefit of continuing therapy. Discontinue ORIAHNN if jaundice occurs.
Change in Menstrual Bleeding Pattern and Reduced Ability to 
Recognize Pregnancy
ORIAHNN may delay the ability to recognize the occurrence of a pregnancy 
because it may reduce the intensity, duration, and amount of menstrual 
bleeding [see Adverse Reactions]. Perform pregnancy testing if pregnancy 
is suspected, and discontinue ORIAHNN if pregnancy is confirmed [see Use 
in Specific Populations]. 
The effect of hormonal contraceptives on the efficacy of ORIAHNN is 
unknown. Advise women to use non-hormonal contraception during 
treatment and for one week after discontinuing ORIAHNN [see Use in 
Specific Populations]. 
Effects on Carbohydrate and Lipid Metabolism
ORIAHNN may decrease glucose tolerance and result in increased glucose 
levels. More frequent monitoring in ORIAHNN-treated women with 
prediabetes and diabetes may be needed. 
In women with pre-existing hypertriglyceridemia, estrogen therapy may be 
associated with elevations of plasma triglycerides leading to pancreatitis. 
Use of elagolix is associated with increases in total cholesterol, low-density 
lipoprotein cholesterol (LDL-C), high-density lipoprotein cholesterol (HDL-C), 
and serum triglycerides. Monitor lipid levels and consider discontinuing 
ORIAHNN if hypercholesterolemia or hypertriglyceridemia worsens [see 
Adverse Reactions]. 
Alopecia 
In Phase 3 clinical trials (Studies UF-1 and UF-2), more women experienced 
alopecia, hair loss, and hair thinning with ORIAHNN (3.5%) compared to 
placebo (1.0%). In almost one-third (4/14) of affected ORIAHNN-treated 
women, alopecia was a reason for discontinuing treatment. No specific 
pattern was described. In the majority of affected women, hair loss was 
continuing when ORIAHNN was stopped. Whether the hair loss is reversible 
is unknown. Consider discontinuing ORIAHNN if hair loss becomes a concern 
[see Adverse Reactions].
Effect on Other Laboratory Results 
The use of estrogen and progestin combinations may raise serum 
concentrations of binding proteins (e.g., thyroid-binding globulin, 
corticosteroid-binding globulin), which may reduce the free thyroid 
or corticosteroid hormone levels. Patients with hypothyroidism and 
hypoadrenalism may require higher doses of thyroid hormone or cortisol 
replacement therapy, respectively. 
The use of estrogen and progestin may also affect the levels of sex 
hormone-binding globulin, coagulation factors, lipids, and glucose].

Risk of Allergic Reactions Due to the Inactive Ingredient (FD&C  
Yellow No. 5) 
ORIAHNN contains FD&C Yellow No. 5 (tartrazine), which may cause  
allergic-type reactions (including bronchial asthma) in certain susceptible 
persons. Although the overall incidence of FD&C Yellow No. 5 (tartrazine) 
sensitivity in the general population is low, it is frequently seen in patients 
who also have aspirin hypersensitivity.
ADVERSE REACTIONS
The following serious adverse reactions are discussed elsewhere in labeling: 
• Thromboembolic Disorders and Vascular Events [see Warnings and 

Precautions]
• Bone Loss [see Warnings and Precautions]
• Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood Disorders 

[see Warnings and Precautions]
• Hepatic Transaminase Elevations [see Warnings and Precautions]
• Elevated Blood Pressure [see Warnings and Precautions]
• Effects on Carbohydrate and Lipid Metabolism [see Warnings and 

Precautions]
• Alopecia [see Warnings and Precautions]

Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in clinical practice. 
The safety of ORIAHNN was evaluated in two 6-month, randomized, 
double-blind, placebo-controlled trials (Studies UF-1 and UF-2), in which 
790 premenopausal women received at least 1 dose of ORIAHNN (n=395), 
elagolix 300 mg twice daily (n=199), or placebo (n=196) [see Clinical 
Studies (14)]. Women who completed 6-month treatment in either Study 
UF-1 or Study UF-2 and met eligibility criteria (n=433) entered a 6-month 
extension study (Study UF-3), receiving either ORIAHNN (n=276) or elagolix 
300 mg twice daily (n=157). Elagolix 300 mg twice daily is not an approved 
dosage but was included as a reference arm. A total of 341women received 
ORIAHNN for 6 months and 182 women received ORIAHNN for 12 months. 
Serious Adverse Events
Serious adverse events were reported in three (0.8%) ORIAHNN-treated 
women in Studies UF-1 and UF-2. Two women had heavy menstrual 
bleeding and required blood transfusion due to anemia (0.5%) and one 
woman with history of bariatric surgery had a laparoscopic cholecystectomy 
due to cholelithiasis.
In Study UF-3, two women were diagnosed with breast cancer. One woman 
had completed 6 months of treatment with ORIAHNN in Study UF-1 and 
received 34 additional days of ORIAHNN in Study UF-3 when diagnosed. 
The second woman had received placebo in Study UF-2 and completed 
6 months of ORIAHNN in Study UF-3 when diagnosed [see Warnings and 
Precautions].
Adverse Reactions Leading to Study Discontinuation
In Studies UF-1 and UF-2, the discontinuation rate due to adverse reactions 
was 10% among ORIAHNN-treated women and 7% among placebo-treated 
women. The most common adverse reactions leading to study drug 
discontinuation in the ORIAHNN group were nausea (1%), headache 
(1%), alopecia (1%), metrorrhagia (1%), menorrhagia (1%), and hot flush 
(1%). One event each of the following adverse reactions led to study drug 
discontinuation: affect lability, angina pectoris, depression, hepatic enzyme 
increased, homicidal ideation, hypertension, irritability, thrombosis.
In women who received ORIAHNN in Studies UF-1 or UF-2 and then in Study 
UF-3, 4% discontinued treatment due to adverse reactions. Three women 
discontinued due to serious adverse events (one each for breast cancer, 
menorrhagia with pelvic pain, and hysterectomy). 
Common Adverse Reactions
Adverse reactions reported in ≥5% of ORIAHNN-treated women in Studies 
UF-1 and UF-2 and at a greater frequency than placebo-treated women are 
presented in Table 1. 
Table 1. Adverse Reactions that Occurred in at Least 5% of 
Women with Uterine Fibroids Who Received ORIAHNN in Studies 
UF-1 and UF-2 and at a Greater Incidence Than Placebo 

Adverse Reaction ORIAHNN  
N=395

Placebo  
N=196

Hot flush 22% 9%

Headache 9% 7%

Fatigue 6% 4%

Metrorrhagia 5% 1%

The most commonly reported adverse reactions in the blinded extension trial 
(Study UF-3) were consistent with those in the placebo-controlled trials. 

Less Common Adverse Reactions
In Studies UF-1 and UF-2, adverse reactions reported in ≥3% and <5% in 
the ORIAHNN group and greater incidence than the placebo group included: 
libido decreased, arthralgia, hypertension, alopecia, mood swings, influenza, 
abdominal distension, upper respiratory tract infection, menorrhagia, 
vomiting, and weight increased. 

Thromboembolic and Vascular Events
In the Studies UF-1, UF-2, and UF-3, two (0.4%) thrombotic events occurred 
in 453 ORIAHNN-treated patients (thrombosis in the calf and pulmonary 
embolism) [see Warnings and Precautions]. One obese woman developed 
thrombosis in the left calf after 30 days of treatment with ORIAHNN. 
Another woman developed a pulmonary embolism after taking ORIAHNN for 
approximately 8 months.

Bone Loss
The effect of ORIAHNN on BMD was assessed by dual-energy X-ray 
absorptiometry (DXA).
In Studies UF-1 and UF-2, there was a greater decrease in BMD in women 
treated with ORIAHNN for 6 months compared to women treated with 
placebo. In Study UF-3, continued bone loss was observed in some women 
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who received ORIAHNN for 12 consecutive months. The mean percent 
change from baseline in lumbar spine BMD at Month 6 (Studies UF-1 and 
UF-2) and Month 12 (Study UF-3) is presented in Table 2.
Table 2. Mean Percent Change (On-Treatment) from Baseline in 
Lumbar Spine BMD in Women with Fibroids at Month 6 in Studies UF-1 
and UF-2 and Month 12 in Study UF-3

Studies UF-1 and UF-2
 Treatment Month 6

Study UF-3 
Treatment 
Month 12

Placebo ORIAHNN ORIAHNN

Number of Subjects 150 305 175

Percent Change from 
Baseline -0.1 -0.7 -1.5

Treatment Difference, % 
(95% CI)

-0.6  
(-1.0, -0.1)

CI: Confidence interval

Following 12 months of ORIAHNN treatment in Study UF-3, a decline in 
lumbar spine BMD of >3% was seen in 27% (48/175) of women and a 
decline of ≥8% was seen in 1.7% (3/175) of women.
To assess for recovery, the change in BMD over time was analyzed for 
women who received continuous ORIAHNN treatment for up to 12 months 
and were then followed after cessation of therapy for an additional 12 
months in Study UF-3 (Figure 1). The LS mean percent change from 
baseline in BMD 12 months after cessation of therapy was -0.72 (95% CI 
-1.2, -0.2), -0.59 (-1.0, -0.2), and -0.95 (-1.6, -0.3) at the lumbar spine, 
total hip, and femoral neck, respectively. Twelve months after cessation 
of ORIAHNN, continued bone loss was observed at the lumbar spine, total 
hip, and femoral neck in 24%, 32%, and 40% of women, respectively. 
Partial recovery was observed in 46%, 33%, and 38% and full recovery was 
observed in 30%, 35%, and 22% of women at these same sites. The time to 
maximum recovery in women who partially recovered is unknown. 
Figure 1.  Mean Percent Change From Baseline in Lumbar Spine BMD 
in Women Who Received 12 Months of ORIAHNN (On-Treatment) and 12 
Months of Follow Up (Off Treatment)
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Suicidal Ideation, Suicidal Behavior, and Exacerbation of Mood Disorders
In the placebo-controlled trials (Studies UF-1 and UF-2), ORIAHNN was 
associated with adverse mood changes. Depression, depressed mood,  
and/or tearfulness were reported in 3% of ORIAHNN-treated women 
compared to 1% of placebo-treated women. One woman treated with lower 
dose elagolix alone for another disease completed suicide 2 days after 
elagolix discontinuation. 

Hepatic Transaminase Elevations
In Studies UF-1 and UF-2, elevations of serum ALT and AST with no 
concurrent elevations of bilirubin were reported. 
• ALT elevations to at least 3 times the upper limit of normal (ULN) 

occurred in 1.1% (4/379) of ORIAHNN-treated women and no  
placebo-treated women. Peak elevation of ALT almost 8 times the ULN 
was reported in 1 ORIAHNN-treated woman. 

• AST elevations to at least 3 times the ULN occurred in 5/379 (1.3%) in 
ORIAHNN-treated women and no placebo-treated women. Peak elevation 
of AST 6 times the ULN was reported in 1 ORIAHNN-treated woman.

Blood Pressure Elevations
There were more ORIAHNN-treated women with systolic blood pressure 
≥ 160 mmHg (7.1%) and diastolic blood pressure ≥ 100 mmHg (11.3%) 
compared to placebo-treated women (3.7% and 6.3%, respectively). The 
incidence of hypertensive adverse reactions was 3.8% in ORIAHNN-treated 
women and 3.1% placebo-treated women. One ORIAHNN-treated woman 
in Study UF-1, with no prior history but with elevated cholesterol levels, had 
severe hypertension (BP 204/112) and chest pain. ECG was negative. Her 
hypertension was controlled with anti-hypertensives and she completed 
Study UF-3.

Changes in Lipid Parameters
Increases in total cholesterol, low-density lipoprotein cholesterol (LDL-C), 
serum triglycerides, and apolipoprotein B were noted during ORIAHNN 
treatment in Studies UF-1 and UF-2. 
Of the women with Grade 0 LDL-C (<130 mg/dL) at baseline, 1/313 (0.3%) 
ORIAHNN-treated woman shifted to Grade 3 (≥ 190 mg/dL) compared to no 
placebo-treated woman. Of those with Grade 1 LDL-C (130 to  
<160 mg/dL) at baseline, 9/54 (16.7%) ORIAHNN-treated women shifted 
to Grade 3 compared to no placebo-treated woman. Of those with Grade 
2 LDL-C (160 to <190 mg/dL) at baseline, 7/10 (70%) ORIAHNN-treated 
women shifted to Grade 3 compared to 1/5 (20%) placebo-treated woman.  
Alopecia
In Phase 3 placebo-controlled clinical trials (Studies UF-1 and UF-2), 3.5% 
(14/395) of ORIAHNN-treated women experienced alopecia, hair loss, or 
hair thinning compared to 1.0% (2/196) of placebo-treated women. No 
specific pattern in hair loss was observed. In almost one-third (4/14) of 
affected ORIAHNN-treated women, alopecia was a reason for study drug 
discontinuation; no placebo-treated women discontinued because of 
alopecia. In ORIAHNN-treated women, 79% of the cases were mild and 21% 

were moderate in severity. Hair loss was ongoing at the end of the study for 
4 out of 14 women (29%). Of these 4 women, one discontinued treatment 
due to hair loss, two had ongoing hair loss 12 months after discontinuing 
ORIAHNN, and one was lost to follow-up. In the remaining 10 women (71%), 
hair loss either resolved while on treatment or resolved within 24 days to 
approximately 9 months after discontinuing ORIAHNN. 
Resumption of Menses after Discontinuation
After six months of ORIAHNN treatment, resumption of menses was reported 
by 39%, 68%, and 73% of women within 1, 2, and 6 months, respectively, 
in Study UF-1 and 39%, 85%, and 92% within 1, 2, and 6 months, 
respectively, in Study UF-2. 
After 12 months of therapy with ORIAHNN (Study UF-1 or Study UF-2 then 
Study UF-3), resumption of menses was reported by 43%, 82%, and 90% of 
women within 1, 2, and 6 months after stopping treatment, respectively. 
Whether those who did not resume having menses transitioned to a  
peri-postmenopausal status is unknown. 
DRUG INTERACTIONS
Potential for ORIAHNN to Affect Other Drugs
Elagolix (a component of ORIAHNN) is:
• A weak to moderate inducer of cytochrome P450 (CYP3A).  

Co-administration with ORIAHNN may decrease plasma concentrations of 
drugs that are substrates of CYP3A.

• A weak inhibitor of CYP2C19. Co-administration with ORIAHNN may 
increase plasma concentrations of drugs that are substrates of CYP2C19 
(see Table 3).

• An inhibitor of efflux transporter P-glycoprotein (P-gp). Co-administration 
with ORIAHNN may increase plasma concentrations of drugs that are 
substrates of P-gp (see Table 3). 

The effects of co-administration of ORIAHNN on concentrations of 
concomitant drugs and the clinical recommendations for these drug 
interactions are summarized in Table 3. 
Table 3. Drug Interactions: Effects of ORIAHNN on Other Drugs

Concomitant 
Drug Class: Drug 
Name

Effect on Plasma 
Exposure of 
Concomitant 
Drug

Clinical Recommendations

Cardiac 
glycosides:  
digoxin 

↑ digoxin Increase monitoring of 
digoxin concentrations and 
potential signs and symptoms 
of clinical toxicity when 
initiating ORIAHNN in patients 
who are taking digoxin. If 
ORIAHNN is discontinued, 
increase monitoring of digoxin 
concentrations.

Benzodiazepines: 
oral midazolam 

↓ midazolam Consider increasing the dose 
of midazolam by no more 
than 2-fold and individualize 
midazolam therapy based on 
the patient’s response.

Statins: 
rosuvastatin 

↓ rosuvastatin Monitor lipid levels and adjust 
the dose of rosuvastatin, if 
necessary.

Proton pump 
inhibitors: 
omeprazole 

↑ omeprazole No dose adjustment needed 
for omeprazole 40 mg once 
daily when co-administered 
with ORIAHNN. When ORIAHNN 
is used concomitantly with 
higher doses of omeprazole, 
consider dosage reduction of 
omeprazole.

The direction of the arrow indicates the direction of the change in the 
area under the curve (AUC) (↑= increase, ↓ = decrease). 

Potential for Other Drugs to Affect ORIAHNN
Elagolix (a component of ORIAHNN) is a substrate of CYP3A, P-gp, and 
OATP1B1; estradiol and norethindrone acetate are metabolized partially by 
CYP3A]. Concomitant use of ORIAHNN with:
• Strong CYP3A inducers may decrease elagolix, estradiol, and 

norethindrone plasma concentrations and may result in a decrease of the 
therapeutic effects of ORIAHNN.

• Rifampin is not recommended. The concomitant use of rifampin 
increased plasma concentrations of elagolix]. 

• Strong CYP3A inhibitors are not recommended. Concomitant use of 
ORIAHNN with strong CYP3A inhibitors may increase elagolix, estradiol, 
and norethindrone plasma concentrations and increase the risk of 
adverse reactions. 

• OATP1B1 inhibitors that are known or expected to significantly increase 
elagolix plasma concentrations is contraindicated due to increased risk of 
elagolix-associated adverse reactions [see Contraindications].

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy registry that monitors outcomes in women who 
become pregnant while treated with ORIAHNN. Pregnant patients should be 
encouraged to enroll by calling 1-833-782-7241. 

Risk Summary
Use of ORIAHNN is contraindicated in pregnant women. Exposure to 
elagolix early in pregnancy may increase the risk of early pregnancy loss. 
Discontinue ORIAHNN if pregnancy occurs during treatment. 
The limited human data with the use of elagolix in pregnant women are 
insufficient to determine whether there is a risk for major birth defects or 
miscarriage [see Data]. 
When pregnant rats and rabbits were orally dosed with elagolix during the 
period of organogenesis, postimplantation loss was observed in pregnant 
rats at doses 12 times the maximum recommended human dose (MRHD). 
Spontaneous abortion and total litter loss were observed in rabbits at doses 
4 and 7 times the MRHD. There were no structural abnormalities in the 
fetuses at exposures up to 25 and 7 times the MRHD for the rat and rabbit, 
respectively [see Data]. 

Data
Human Data
There was one pregnancy reported in the 453 women who received 
ORIAHNN in the Phase 3 uterine fibroids clinical trials. The pregnancy 
resulted in a spontaneous abortion and the estimated fetal exposure to 
ORIAHNN occurred during the first 18 days of pregnancy. 
Animal Data
Embryofetal development studies were conducted in the rat and rabbit. 
Elagolix was administered by oral gavage to pregnant rats (25 animals/dose) 
at doses of 0, 300, 600, and 1200 mg/kg/day and to rabbits  
(20 animals/dose) at doses of 0, 100, 150, and 200 mg/kg/day during the 
period of organogenesis (gestation day 6-17 in the rat and gestation day 
7-20 in the rabbit). 
In rats, maternal toxicity was present at all doses and included six deaths 
and decreases in body weight gain and food consumption. Increased 
postimplantation losses were present in the mid dose group, which was 
12 times the MRHD based on AUC. In rabbits, three spontaneous abortions 
and a single total litter loss were observed at the highest maternally toxic 
dose, which was 7 times the MRHD based on AUC. A single total litter loss 
occurred at a lower non-maternally toxic dose of 150 mg/kg/day, which was 
4 times the MRHD. 
No fetal malformations were present at any dose level tested in either 
species even in the presence of maternal toxicity. At the highest doses 
tested, the exposure margins were 25 and 7 times the MRHD for the rat 
and rabbit, respectively. However, because elagolix binds poorly to the 
rat gonadotropin-releasing hormone (GnRH) receptor (~1000 fold less 
than to the human GnRH receptor), the rat study is unlikely to identify 
pharmacologically mediated effects of elagolix on embryofetal development. 
The rat study is still expected to provide information on potential  
non-target-related effects of elagolix. 
In a pre- and postnatal development study in rats, elagolix was given in the 
diet to achieve doses of 0, 100, and 300 mg/kg/day (25 per dose group) 
from gestation day 6 to lactation day 20. There was no evidence of maternal 
toxicity. At the highest dose, two dams had total litter loss, and one failed to 
deliver. Pup survival was decreased from birth to postnatal day 4. Pups had 
lower birth weights, and lower body weight gains were observed throughout 
the pre-weaning period at 300 mg/kg/day. Smaller body size and effect on 
startle response were associated with lower pup weights at  
300 mg/kg/day. Post-weaning growth, development, and behavioral 
endpoints were unaffected. 
Maternal plasma concentrations in rats on lactation day 21 at 100 and  
300 mg/kg/day (47 and 125 ng/mL) were 0.04-fold and 0.1-fold the 
maximal elagolix concentration (Cmax) in humans at the MRHD. Because the 
exposures achieved in rats were much lower than the human MRHD, this 
study is not predictive of potentially higher lactational exposure in humans. 
Lactation
Risk Summary
There is no information on the presence of elagolix in human milk, the 
effects on the breastfed child, or the effects on milk production. When 
estrogen and progestins are administered to lactating women, these 
compounds and/or their metabolites are detected in human milk and can 
reduce milk production in breast-feeding females. This reduction can 
occur at any time but is less likely to occur once breast-feeding is well 
established. Advise the nursing female to use non-hormonal contraception 
until she discontinues breast-feeding. The developmental and health 
benefits of breast-feeding should be considered along with the mother’s 
clinical need for ORIAHNN and any potential adverse effects on the 
breast-fed child from ORIAHNN or from the underlying maternal condition 
[see Data]. 
Data
There is no information on the presence of elagolix or its metabolites in 
human milk, the effects on the breastfed child, or the effects on milk 
production. Estrogen administration to nursing women has been shown to 
decrease the quantity and quality of the breast milk. Detectable amounts 
of estrogen and progestin have been identified in the breast milk of women 
receiving estrogen and progestin combinations. 
There are no adequate animal data on excretion of elagolix in milk. 
Females and Males of Reproductive Potential
Based on the mechanism of action of elagolix, there is a risk of early 
pregnancy loss if ORIAHNN is administered to a pregnant woman [see Use 
in Specific Populations]. 
Pregnancy Testing
ORIAHNN may delay the ability to recognize the occurrence of a pregnancy 
because it may reduce the intensity, duration, and amount of menstrual 
bleeding [see Adverse Reactions]. Exclude pregnancy before initiating 
treatment with ORIAHNN. Perform pregnancy testing if pregnancy is 
suspected during treatment with ORIAHNN and discontinue treatment 
if pregnancy is confirmed [see Contraindications  and Warnings and 
Precautions]. 
Contraception
Advise women to use non-hormonal contraception during treatment with 
ORIAHNN and for one week after discontinuing ORIAHNN [see Warnings 
and Precautions]. 
Pediatric Use
Safety and effectiveness of ORIAHNN in pediatric patients have not been 
established. 
Renal Impairment
No dose adjustment of ORIAHNN is required in women with any degree of 
renal impairment or end-stage renal disease (including women on dialysis). 
Hepatic Impairment
ORIAHNN is contraindicated in women with any hepatic impairment or 
disease [see Contraindications]. The use of estradiol (a component of 
ORIAHNN) in patients with hepatic impairment, compared to patients with 
normal hepatic function, is expected to increase the blood levels of estradiol 
and increase the risk of estradiol-associated adverse reactions. Additionally, 
the use of elagolix (a component of ORIAHNN) in patients with moderate 
and severe hepatic impairment, compared to patients with normal hepatic 
function, increased elagolix exposures 3-fold and 7-fold, respectively, and 
this increases the risk of elagolix-associated adverse reactions.
OVERDOSAGE
Overdosage of estrogen and progestin combination products may cause 
nausea, vomiting, breast tenderness, abdominal pain, drowsiness, fatigue, 
and withdrawal bleeding. In case of ORIAHNN overdose, monitor the patient 
for any signs or symptoms of adverse reactions and initiate appropriate 
symptomatic treatment, as needed. 
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PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication 
Guide). 

Thromboembolic Disorders and Vascular Events
Advise patients that use of estrogen and progestin combinations may 
increase the risk of thromboembolic disorders and vascular events, 
especially in women at high risk for these events [see Boxed Warning, 
Contraindications, Warnings and Precautions, and Adverse Reactions]. 
Bone Loss 
Advise patients about the risk of bone loss. Advise patients that 
supplementary calcium and vitamin D may be beneficial if dietary intake 
of calcium and vitamin D is not adequate. Advise patients that oral iron 
supplement should not be taken at the same time as calcium and vitamin D 
[see Warnings and Precautions and Adverse Reactions]. 
Suicidal Ideation and Exacerbation of Mood Disorders
Advise patients that suicidal ideation and exacerbation of mood disorders 
may occur with ORIAHNN use. Instruct patients with new onset or worsening 
depression, anxiety, or other mood changes to promptly seek medical 
attention [see Warnings and Precautions and Adverse Reactions]. 
Liver Injury
Advise patients to promptly seek medical attention in case of signs or 
symptoms that may reflect liver injury, such as jaundice [see Warnings and 
Precautions and Adverse Reactions]. 
Change in Menstrual Bleeding Pattern
Advise patients that ORIAHNN may delay the recognition of pregnancy 
because it may reduce the duration and amount of menstrual bleeding. 
Advise patients to use effective non-hormonal contraception while taking 
ORIAHNN and to discontinue ORIAHNN if pregnancy is diagnosed. Advise 
pregnant patients that there is a pregnancy registry that monitors pregnancy 
outcomes in women exposed to ORIAHNN during pregnancy [see Warnings 
and Precautions and Use in Specific Populations].
Alopecia
Advise patients that alopecia, hair loss, and hair thinning in no specific 
pattern, may occur with ORIAHNN use. Advise patients that hair loss 
and hair thinning may not resolve completely after stopping ORIAHNN. 
Advise patients to contact their healthcare provider if they have concerns 
about changes to their hair [see Warnings and Precautions and Adverse 
Reactions].
Drug Interactions
Advise patients to inform their healthcare providers of all concomitant 
medications, including prescription medicines, over-the-counter drugs, 
vitamins, and herbal products. Advise patients to avoid grapefruit juice while 
taking ORIAHNN [see Drug Interactions].

ORIAHNN Missed Dose Instructions
Instruct patients about what to do in the event a dose is missed. See “If you 
miss a dose of ORIAHNN” section in FDA-approved Medication Guide. 

ORIAHNN Disposal Instructions
Instruct patients to dispose of unused medication via a take-back option if 
available or to otherwise follow FDA instructions for disposing of medication 
in the household trash, www.fda.gov/drugdisposal, and not to flush down 
the toilet. 
 
Manufactured by 
AbbVie Inc. 
North Chicago, IL 60064 
ORIAHNN is a trademark of AbbVie Inc. 
© 2020 AbbVie Inc. All rights reserved. 
Ref:  03-B969  Revised May 2020
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Co-testing:  
Why it’s 
worth it.

Studies show when we screen with Pap + HPV (co-testing), 
we detect 95% of cervical cancers1,2 and provide the most 
complete care for our patients’ health.

Currently, Black women are twice as likely3 and Hispanic 
women are 20% more likely4 to die from cervical cancer, 
compared to white women. Co-testing empowers us to 
detect early and change these statistics. For good.

Why Pap? We’re worth it.
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Making maternal health and
wellness a positive outlier

In the United States, maternal mortality is an outlier, and 
you may understand better what this means if you have 
read Malcolm Gladwell’s Outliers: � e Story of Success.1

� e book covers outlier success stories, such as � e Beatles, 
Steve Jobs, and Bill Gates, but it also addresses negative 
outliers. When it came to a spate of plane crashes that had 
plagued Korean Air, what was the underlying issue?

� e numbers are there for us to see why maternal 
mortality in the United States is an outlier. In his article 
beginning on page 32, Larry Veltman, MD, details some of 
the numbers and addresses the need for a stronger model 
of collaborative care and a culture of perinatal safety. He 
discusses several areas in which systems can improve, 
including strengthening the “speak up climate” of each 
perinatal unit. 

Korean Air ended up being a success story, after it 
addressed cultural underpinnings that were leading to the 
plane crashes. One of those was “cockpit culture,” and the 
communication it allowed or did not. When planes crash, 
it is human nature to want to blame the individual pilot or 
someone else who was in charge, perhaps even an air tra�  c 
controller, but it’s a complex organizational structure that 
inevitably lets a plane take o� , � y safely, and make those 
safe landings. When a mother dies, it is tempting to do the 
same. Who should get the blame?  

On September 15, 2021, the U.S. Commission on Civil 
Rights released its report “Racial Disparities in Maternal 
Health,” which examined the federal role in addressing 
such disparities in maternal health, including negative 
pregnancy-related health outcomes and pregnancy-related 

deaths of women in the United States.2

“At the federal level, e� orts can be made to improve 
hospital quality, particularly for women of color if maternal 
health disparities are to be eliminated,” said Norma V. 
Cantú, chair of the US Commission on Civil Rights, in a 
news release. “Improvements in safety culture are linked 
with improved maternal health outcomes. One recommen-
dation for improving safety in maternal health care is to 
implement standardized care practices across hospitals and 
health systems and to standardize data collection systems.”

When we delve deeper into the maternal mortality rate 
in the United States, we know there are many subcultures 
at play in this complex world of health care: the health 
care system itself, training culture, individual cultures of 
hospitals, the dynamics between health care sta�  within a 
given hospital environment, and the patients themselves. 
Obstetricians and other health care professionals want 
answers and seek to understand how to improve outcomes.

Korean Air ended up being a success story, after it 
addressed cultural underpinnings that were leading to 
the plane crashes. We look to the future to improve these 
outcomes and seek insight from you as you practice for how 
this matter can be e� ectively addressed. Please email us at 
cogeditorial@mmhgroup.com. We all want to push maternal 
health outcomes to become a positive outlier. 

Mike Hennessy Sr 
Chairman and Founder, MJH Life Sciences™
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EDITORIAL
by CATHERINE Y. SPONG, MD

A s physicians, our goal is to 
provide appropriate, expert 
medical care—the highest 
quality—to our patients. 

Increasingly, external policies and 
legislation encroach on our ability to 
provide this care.

Despite recommendations for 
vaccination from physicians, profes-
sional organizations and the Centers 
for Disease Control and Prevention 
(CDC), only 25% of pregnant women 
have received greater than or equal to 
1 dose of a COVID vaccine. Data from 
3 CDC systems set up to evaluate for 
COVID-19 vaccine safety in pregnancy 
has been reassuring and the v-safe After 
Vaccination Health Checker pregnancy 
registry evaluating vaccination early 
in pregnancy did not � nd alterations 
in miscarriage rates.2  With reports of 
increased severity of COVID infection 
in pregnancy with the delta variant,3

vaccination is an important strategy to 
optimize maternal health. 

A number of groups, including 
hospitals, employers, and the federal 
government, have issued mandates to 
ensure vaccination of their employees 
with a goal to curb the pandemic. � ese 
mandates commonly include options 
for exemption to the mandate, due to 
a medical condition such as having an 
immediate or severe allergic reaction to 
any ingredient to the COVID-19 vaccine 
or a religious belief. Some exemptions 
include pregnancy as a category for 
exemption. Having pregnancy as a 

choice for exemption puts health care 
providers in a bind as the vaccine is 
not contraindicated in pregnancy 
and may be life saving. Although an 
opportunity for education, this con� ict 
has the potential for mistrust between 
the woman and her provider, especially 
given the available data that suggests 
the risks of COVID infection outweigh 
the risk of vaccination.

Similarly, recent legislation as high-
lighted in an article by  R. Todd Ivey, 
MD,4 on page 17 in this issue, impacts 
our ability to provide the highest quality 
care to our patients. Beyond the many 
concerns of the legislation as Ivey out-
lines, the unintended consequence of 
the legislation not only puts the patients, 
but also the providers—all health care 
workers—at risk. Legislation, policies, 
and external requirements obfuscates 
our ability to provide the highest quality 
care. Momentum is building among our 
medical societies to take a stand against 
such legislation, illustrated especially 
in the September 21 announcement by 
the American College of Obstetricians 
and Gynecologists (ACOG) that it is 
leading a groundbreaking coalition. 
Joining 24 other medical organizations 
and leading the charge, ACOG filed 
an amicus brief to the US  Supreme 
Court in the case of Dobbs vs. Jackson 
Women’s Health Organization. If you 
are not familiar with this case, it is one 
that challenges the Mississippi law 
that imposes a ban on the provision of 
abortion after 15 weeks of pregnancy for 

most individuals, according to ACOG.5

In its press release, ACOG explained 
that the brief asks the Court to recognize 
that Mississippi’s attempt to ban nearly 
all abortions after 15 weeks of preg-
nancy is fundamentally at odds with the 
provision of safe and essential health 
care, with scienti� c evidence, and with 
medical ethics. In part, the brief states, 
“� e Ban dangerously limits the ability 
of women at or near 15 weeks’ gestation 
to obtain the health care they need: 
some will be forced to travel outside 
the State to obtain an abortion; others 
will attempt self-induced abortion; 
and others still will be forced to carry 
their pregnancy to term. Each of these 
outcomes increases the likelihood of 
negative consequences to a woman’s 
physical and psychological health that 
could be avoided if care were available.”5

Women’s health care is facing very 
challenging times. In this issue, we 
also address a collaborative care ap-
proach to reducing maternal morbid-
ity and mortality in a piece by Larry 
Veltman, MD, on page 32. To do this 
it is going to take a concerted e� ort 
among all practicing ob-gyns to ad-
dress these issues. Do not stay silent. 
Our patients’ lives depend on it. 

Catherine Spong, editor in chief, is chair of 
the Department of Obstetrics and Gynecol-
ogy and Chief of the Division of Maternal-
Fetal Medicine at UT Southwestern Medical 
Center in Dallas. She also holds the Gillette 
Professorship of Obstetrics and Gynecology.
Email her at cspong@mjhlifesciences.com

FOR REFERENCES VISIT
contemporaryobgyn.net/hardtomix

Policies, politics, and
medicine – hard to mix
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VULVOVAGINAL
UPDATES

DISEASE

by SANDRA FYFE

A nalyzing the relationship 
between data from patient self-
reports and clinician ratings 
of vulvovaginal tissue health 

following cancer can help provide better 
sexual function treatment for patients, 
according to a recent study. Kathryn 
Flynn, PhD, of the Department of 
Medicine in the Division of Hematology 
and Oncology at the Medical College 
of Wisconsin, and colleagues collected 
data from 100 postmenopausal patients 
from Memorial Sloan Kettering Cancer 
Center with history of endometrial or 
breast cancer who sought treatment for 
vulvovaginal symptoms. 

Researchers performed a single-site, 
single-arm prospective trial where they 
collected data from standard gyneco-
logic examinations. The exams were 
designed to evaluate sexual function, 
outcome measures of vulvovaginal 
pain and dryness as reported by clini-
cians (ClinRO), and patient-reported 
outcomes (PROs) of sexual function, 
including PROMIS Sexual Function 
and Satisfaction (SexFS) lubrication, 
clitoral discomfort, labial discomfort, 
and vaginal discomfort, and Female 
Sexual Function Index (FSFI) pain and 
lubrication. One hundred women par-
ticipated at baseline, and 77 remained 
12 to 14 weeks in. The mean age of 
women was 55 years (range, 31-78). 
Sixty-eight percent were partnered, 
77% were White, and 60% were sexually 

active. Seven percent of women were in 
menopause for more than 1 year, 48% 
between 1 and 5 years, and 45% for less 
than 5 years, they said.

Authors analyzed between the dif-
ferent measures, the baseline, and time 
points and reported that ClinRO and 
PRO variables all had positive relation-
ships as expected. However, they noted 
that the relationship strength greatly 
differed. They reported that at 12 to                
14 weeks, “there were medium-to-large 
correlations between ClinRO vaginal 
dryness and SexFS Lubrication (0.64), 
ClinRO vulvar dryness and SexFS Lubri-
cation (0.46), ClinRO vulvar discomfort 
and SexFS Labial Discomfort (0.70), and 
ClinRO vulvar discomfort and SexFS 
Clitoral Discomfort (0.43).” Researchers 
said that “the correlations between the 
exam variables and the corresponding 
PRO scores were small (range, 0.01-
0.27),” with 1 exception.

Among study strengths, researchers 
said use of the specialized gynecologic 
exam to evaluate sexual function was 
comprehensive and standardized. 
“� is allowed for a relatively granular 
analysis of the relationships between 
exam findings and patient-reported 
experiences,” authors said. Another 
strength of the study was the use of 
PROMIS and FSFI PRO measures, 
which researchers said provide a great 
amount of valid evidence. Study limi-
tations included a small sample size. 
Flynn emphasized that for providers in 
practice, the most important takeaway 

is that in the diagnosis and treatment 
of sexual dysfunction after cancer, PRO 
measures o� er “a unique and important 
complement to clinical measures.” 

She said this study is significant 
because researchers described the 
correlations between vulvovaginal 
health from clinician interviews, 
clinical gynecologic exams, and patient 
self-reported vulvar and vaginal dis-
comfort with sexual activity among 
survivors of cancer. “Our study used 
high-quality measures, and we found 

that the clinician-reported and patient-
reported scores were moderately cor-
related with each other but distinct from 
clinical gynecologic exam findings,” 
she said. Regarding next steps, Flynn 
said � ndings needed to be con� rmed 
using other samples, including those 
involving women who have not had 
cancer treatment.

“The magnitudes of the relation-
ships documented here are consistent 
with the idea that sexual function is 
in� uenced by a host of biological, psy-
chosocial, and environmental factors,” 
investigators said. 

Fyfe is a freelance writer for
Contemporary OB/GYN®.

FOR REFERENCE VISIT
contemporaryobgyn.net/vvhealth_cancer

Data aid in treatment for vulvovaginal 
health, sexual function after cancer

Study limitations included
a small sample size. 
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WELL WOMAN
UPDATES

by BOB KRONEMYER

W omen with limited health 
literacy consider pain the 
predominant harm of a 
mammography screening, 

whereas primary care providers (PCPs) 
and experts emphasize the harm of false 
positives. A survey in Medical Decision 
Making Policy & Practice sought to 
clarify areas of divergent and conver-
gent input across stakeholder groups 
in developing a breast cancer screening 
decision aid for younger women with 
limited health literacy.

Individual qualitative interviews 
were conducted in 2018 and 2019 with 
25 patients (13 mammogram naive and 
12 having undergone at least 1 mam-
mogram) with limited health literacy 
and 20 PCPs at 6 outpatient primary 
care practices located at a large safety-
net hospital (Boston Medical Center). 
The purpose of the interviews was 
to glean mammography counseling 
experiences, including the provider’s 
goals for counseling and the patient’s 
desired information. 

In addition, a modi� ed online Delphi 
panel of 8 experts in breast cancer 
screening (5 medical doctors or nurses 
in internal medicine and 3 research-
ers without clinical degrees) rated                     
57 statements for inclusion in a breast 
cancer screening decision aid over                        
3 rounds between May and July 2020. 
All 3 groups of stakeholders identi� ed 
4 informational needs: the bene� ts and 

harms of screening, various screening 
modalities, the experience of mam-
mography, and communication about 
breast cancer risk. 

Patients, but not PCPs or experts, 
believed that information about the 
process of obtaining a mammogram 
was important. Conversely, PCPs 
believed that mammography was 
the only evidence-based screening 
modality, whereas patients felt breast 
self-examination was also important 
for screening. 

All stakeholders cited the need to 
incorporate personal risk information 
into a breast cancer screening decision 
aid, but this information is seldom used 
by PCPs in practice. � ere were 5 items 
that the Delphi panel unanimously 
rated as important: women can choose 
not to get a mammogram or schedule 
one at a future date; describing the 
benefits of screening; conveying the 
harms of screening; describing false 
positives as a possible screening harm; 
and that overdiagnosis is a possible 
screening harm. 

Experts noted the challenges in 
accurately communicating false nega-
tive and true positive rates. After the                     
3 rounds, the panel was unable to reach 
consensus on what women need to do 

to prepare for a mammogram and on 
the process. They also unanimously 
rated as unimportant the inclusion of 
breast self-exam as a screening option.

Most decision aids include patients 
to refine content, according to the 
authors. Excluding patients as advisers 
or partners in the design and mainte-
nance of decision aids may cause a 
disconnect in priorities, such as the 
differing values stakeholders placed 
on including mammography process 
information.  Community-engaged 
research with patients of lower socio-
economic status and limited health 
literacy can lead to more efficacious 
measurement tools and user-friendly 
education materials for breast cancer 
care decision-making.

Two limitations of the study are that 
participants were recruited from 1 
hospital, thus perhaps re� ecting local 
practices, and the Delphi sample size 
was small. “Our � ndings will contribute 
to both the development of a decision 
aid responsive to the preferences of 
women with limited health literacy 
and the broader goal of building tools 
that enhance health equity,” wrote the 
authors, adding that “more evidence is 
needed to guide integration of multiple 
stakeholder perspectives into the con-
tent of decision aids.” 

Kronemyer is a freelance writer for
Contemporary OB/GYN®.
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Breast cancer screening decision aid 
for those with limited health literacy

Most decision aids include 
patients to refi ne content, 
according to the authors.
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Antifungal resistance of Candida species is an 
emerging issue in the treatment of fungal infections, 
which is becoming increasingly prevalent.1 
Although C albicans is the most common species 
isolated in fungal infections, other species are often 
identified, such as C glabrata and C parapsilosis.2 
These 3 species are thought to cause more 
than 95% of vulvovaginal infections. The non-
albicans species may also be more resistant than 
standard treatments, which can lead to recurrent 
vulvovaginal candidiasis (VCC). This can lead to 
chronic recurrence of infections and significant 
impact to these patients.3

Studies have shown resistance to antifungals in the 
azole family for non-albicans species:
  In vitro studies have shown C tropicalis and C 

glabrata are 10 times less sensitive to miconazole 
than C albicans4

  In 1 US study, over 4 years, C glabrata was isolated 
in 28% of candidemia cases and C parapsilosis was 
isolated in 15% of candidemia cases5

  A separate Italian study over a 5-year period found 
similar trends: C glabrata was isolated in 15% of 
candidemia cases and C parapsilosis was isolated 
in 23% of candidemia cases6

PARTNER PERSPECTIVES

Published as a promotional supplement to

Antifungal Resistance in Vulvovaginal 
Candidiasis (VVC) Infections,  
Alternative Treatment Options
By Jessica Shepherd, MD, MBA, FACOG
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In addition, recent studies have demonstrated 
a shift in the source of many VVC infections from 
C albicans to non-albicans species.7 The Centers 
for Disease Control 
and Prevention (CDC) 
has stated that doctors 
should take caution when 
prescribing antifungal 
drugs and be aware of 
resistance patterns and 
note dose, duration, 
and indication for every 
antifungal prescription. 
Given the increased 
concern for antifungal 
resistance of Candida 
from the CDC,8  additional 
treatment options outside 
of the azole family for simple VVC infections are 
important in addressing this trend.

FemiClear 1 Day and FemiClear 2  
Day In Vitro Testing
Two new over-the-counter, affordable products 
that contain only natural ingredients and nothing 

from the azole family of drugs were recently 
studied. These products were developed for VVC 
infections and evaluated in vitro by an accredited 

laboratory, according to 
the ASTM E2315 time-kill 
method. The test method 
allows a standardized 
and controlled method 
to compare the time-
kill kinetics of various 
products to Candida 
species. The reduction 
in Candida over a fixed 
time can be attributed 
to the test sample, and 
a resul t ing percent 
reduction is calculated. 
The new FemiClear 1 Day 

and FemiClear 2 Day products were compared with 
various over-the-counter products that contain 
standard azole drugs for percent reduction of C 
albicans, C glabrata, and C parapsilosis in a 4-hour 
time-kill study. For each Candida species, each 
FemiClear product killed more than the standard 
azole drug products.
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Conclusions
The in vitro laboratory results demonstrated that 
FemiClear 1 and FemiClear 2 showed the same 
high level (>99%) of reduction for all 3 Candida 
species: C albicans, C glabrata, and C parapsilosis. 
These in vitro results may not be indicative of 
results in humans. For the treatment of simple yeast 
infections, FemiClear over-the-counter products 
should be considered, given their broad-spectrum 
fungicidal activity on several Candida species.
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CONTRACEPTION
UPDATES

by BOB KRONEMYER

A dolescent oral contraceptive 
use is associated with a small 
yet meaningful increased risk 
of experiencing an episode 

of major depressive disorder (MDD) 
in early adulthood, especially among 
women with no history of MDD in 
adolescence. � is is the major � nding 
of an analysis of data from the prospec-
tive cohort study TRacking Adolescents’ 
Individual Lives Survey (TRAILS) in 
women aged 13 to 25 years.

� e analysis in the Journal of Child 
Psychology and Psychiatry underscores 
one of the potential adverse e� ects of 
oral contraceptives, which will help 
women and their health care providers 
make informed choices among possible 
methods of birth control. “Oral contra-
ceptives are used by many women and 
are generally considered safe; however, 
several studies have suggested that their 
use may increase risk for depression, 
especially when oral contraceptives are 
used during adolescence,” said Albertine 
Oldehinkel, PhD, a professor of life-
course epidemiology of common mental 
disorders at the University Medical 
Center Groningen in the Netherlands.

Oldehinkel, who serves as principal 
investigator of the TRAILS study, said 
the evidence is mixed on oral contracep-
tives causing depression and that little 
is known about long-term e� ects of the 
birth control method after discontinuing 
use. “In TRAILS, we followed women 

from early adolescence until young 
adulthood and collected information 
about both oral contraceptive use and 
depressive symptoms and disorders, so 
we had an excellent opportunity to shed 
more light on this issue,” Oldehinkel 
said. 

� e research team analyzed a variety 
of di� erent models, 818 in total, among 
534 adolescent oral contraceptive users 
and 191 nonusers. � e results indicated 
that adolescent oral contraceptive users 
were, across all models, on average 1.41 
times (minimum estimation, 1.08; 
maximum, 2.18) more likely to have 
an episode of MMD in early adulthood 
than adolescents who did not use oral 
contraceptives (P < .001). � is associa-
tion was mainly driven by adolescents 
with no history of MDD, who were on 
average 1.72 times more likely to have 
an episode of MMD in early adulthood 
after oral contraceptive use.

“Associations between oral con-
traceptive use and depression had 
been reported before, and our results 
strengthen the evidence for this asso-
ciation,” Oldehinkel said. “In addition, 
it was interesting to notice that this 
connection was strongest for women 
who had not been depressed before.” 

Because the TRAILS study was 
observational, “it is too early to jump 

to causal conclusions,” Oldehinkel said. 
“We therefore do not yet advocate that 
oral contraceptive use be limited to 
prevent depression risk, because many 
women bene� t from oral contraceptive 
use. But it is important for clinicians to 
be aware that oral contraceptive use 
among adolescents might produce an 
increased risk of depression.”

Depression is an extremely hetero-
geneous disorder with various expres-
sions and risk factors, according to 
Oldehinkel, and the etiology of depres-
sive disorders is highly multifactorial. 
“Depressive episodes are almost always 
caused by a combination of personal 
vulnerabilities and external triggers, but 
the exact nature of these factors can vary 
widely,” she said. “Oral contraceptive 
use might be one of those triggers.” 

To reduce the incidence of MDD 
in the study population, Oldehinkel 
recommends teaching children from 
an early age onward how to cope with 
stressful experiences e� ectively to in-
crease their resilience. “Still, it appears 
to be very hard to reduce the preva-
lence of depression, despite a wealth 
of evidence-based prevention and in-
tervention strategies,” she said. “It is 
de� nitely not an easy job.” 

DISCLOSURES Oldehinkel reports no relevant 
fi nancial disclosures.
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Oral contraceptive use in adolescence 
may lead to future depression

This association was mainly 
driven by adolescents with 

no history of MDD.
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with sustained response at 25 days in most patients
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In vitro activity against all Candida species that 
cause VVC, including azole-resistant strains

NEW

OBGYN1021_014-016_Scynexis.indd   14OBGYN1021_014-016_Scynexis.indd   14 9/29/21   2:06 PM9/29/21   2:06 PM



© 2021 SCYNEXIS, Inc. All rights reserved. BREXAFEMME is a registered trademark of SCYNEXIS, Inc. 
Printed in the USA. US-BREX-2100006 July 2021.

Indication
BREXAFEMME® is a triterpenoid antifungal indicated for the treatment of adult and postmenarchal pediatric 
females with vulvovaginal candidiasis (VVC). 

Important Safety Information
•  BREXAFEMME is contraindicated during pregnancy and in patients with a history of hypersensitivity to 

ibrexafungerp 

•  BREXAFEMME administration during pregnancy may cause fetal harm based on animal studies. Prior to initiating 
treatment, verify pregnancy status in females of reproductive potential and advise them to use e� ective 
contraception during treatment 

•  When administering BREXAFEMME with strong CYP3A inhibitors, the dose of BREXAFEMME should be reduced to 
150 mg twice a day for one day. Administration of BREXAFEMME with strong CYP3A inducers should be avoided 

•  Most common adverse reactions observed in clinical trials (incidence ≥2%) were diarrhea, nausea, abdominal pain, 
dizziness, and vomiting 

Illustration of Candida albicans.

NDC: 75788-115-04

Prescribe BREXAFEMME, a truly unique choice.

GO BOLD WITH BREXAFEMME. 
LEARN MORE AT BREXAFEMMEHCP.COM

FOR YOUR PATIENTS WITH 
VULVOVAGINAL CANDIDIASIS (VVC)

Different. Bold.

To report SUSPECTED ADVERSE REACTIONS, contact SCYNEXIS, Inc. at 1-888-982-SCYX (1-888-982-7299) 
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch. 

Please see accompanying Brief Summary of full Prescribing Information on the following page.

Reference: BREXAFEMME. Prescribing information. SCYNEXIS, Inc; 2021.

Important Safety Information (continued)

MOA=mechanism of action.

A FIRST-IN-CLASS FUNGICIDAL TREATMENT FOR 
VAGINAL YEAST INFECTION

Oral, non-azole, triterpenoid antifungal with a novel MOA

Proven to completely resolve VVC signs and symptoms 
with sustained response at 25 days in most patients

1 day, 2 pills, 2 times

In vitro activity against all Candida species that 
cause VVC, including azole-resistant strains

NEW

OBGYN1021_014-016_Scynexis.indd   15OBGYN1021_014-016_Scynexis.indd   15 9/29/21   2:06 PM9/29/21   2:06 PM



BREXAFEMME® (ibrexafungerp tablets), for oral use
BRIEF SUMMARY OF PRESCRIBING INFORMATION

This Brief Summary does not include all information needed to use BREXAFEMME 
safely and effectively. Please visit www.BREXAFEMMEHCP.com for full prescribing 
information (PI).

INDICATIONS AND USAGE
BREXAFEMME® is indicated for the treatment of adult and post-menarchal  
pediatric females with vulvovaginal candidiasis (VVC).

Usage
If specimens for fungal culture are obtained prior to therapy, antifungal therapy 
may be instituted before the results of the cultures are known. However, once 
these results become available, antifungal therapy should be adjusted accordingly.

DOSAGE AND ADMINISTRATION

Recommended Dosage
The recommended dosage of BREXAFEMME is 300 mg (two 150 mg tablets)  
administered approximately 12 hours apart (e.g., in the morning and in the  
evening) for one day, for a total daily dosage of 600 mg (four 150 mg tablets). 

BREXAFEMME may be taken with or without food.

Dosage Modifications in Patients due to Concomitant Use of a Strong  
Inhibitor of Cytochrome P450 Isoenzymes (CYP) 3A 
With concomitant use of a strong CYP3A inhibitor, administer BREXAFEMME  
150 mg approximately 12 hours apart (i.e., in the morning and in the evening) for 
one day. No dosage adjustment is warranted in patients with concomitant use of  
a weak or moderate CYP3A inhibitor.

Pregnancy Evaluation Prior to Initiating Treatment
Verify the pregnancy status in females of reproductive potential prior to initiating 
treatment with BREXAFEMME.

CONTRAINDICATIONS
BREXAFEMME is contraindicated in pregnancy and in patients with hypersensitivity 
to ibrexafungerp.

WARNINGS AND PRECAUTIONS
Based on findings from animal studies, BREXAFEMME use is contraindicated 
in pregnancy because it may cause fetal harm. In animal reproduction studies, 
ibrexafungerp administered orally to pregnant rabbits during organogenesis was 
associated with fetal malformations including absent forelimb(s), absent hindpaw, 
absent ear pinna, and thoracogastroschisis at dose exposures greater or equal 
to approximately 5 times the human exposure at the recommended human  
dose (RHD). 

Prior to initiating treatment with BREXAFEMME, verify the pregnancy status in  
females of reproductive potential. Advise females of reproductive potential to use 
effective contraception during treatment with BREXAFEMME and for 4 days after 
the last dose.

ADVERSE REACTIONS
The most frequent adverse reactions (≥ 2%) reported with BREXAFEMME in  
clinical trials of vulvovaginal candidiasis treatment were diarrhea (16.7%), nausea 
(11.9%), abdominal pain (11.4%), dizziness (3.3%), and vomiting (2.0%). 

There were no serious adverse reactions and 2 out of 545 (0.4%) patients  
discontinued treatment with BREXAFEMME due to vomiting (1) and dizziness (1). 

The following adverse reactions occurred in < 2% of patients receiving  
BREXAFEMME: dysmenorrhea, flatulence, back pain, elevated transaminases, 
vaginal bleeding, rash/hypersensitivity reaction.

DRUG INTERACTIONS
Ibrexafungerp is a substrate of CYP3A4. Drugs that inhibit or induce CYP3A may 
alter the plasma concentrations of ibrexafungerp and affect the safety and efficacy 
of BREXAFEMME. Avoid concomitant administration of BREXAFEMME with strong 
and moderate CYP3A inducers and reduce the BREXAFEMME dosage with strong 
CYP3A inhibitors (see Dosage and Administration above).
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by R. TODD IVEY, MD

O
n May 19, 2021, Governor 
Greg Abbott signed Texas 
Senate Bill 8 (SB8, also 
known as the Fetal Heart-
beat Bill) into law with the 

statement that this will save lives in the 
state of Texas. This law is recognized 
as the most restrictive anti-abortion 
regulation in the United States today.  
As the state of origin of Roe v. Wade, et al, 
Texas has a history of restricting access 
to abortion including requirements of 
transvaginal ultrasounds, pre-procedure 
waiting periods, burial of fetal remains, 
provision of state-mandated medi-
cally inaccurate information to patients 
seeking an abortion, and burdensome 
regulations for providers and facilities 
providing abortion care.1 The goal is 
to eliminate termination of pregnancy 
while ignoring the overwhelming evi-
dence that improved access to con-
traception would be more effective in 
decreasing elective termination rates. 
Their legislative approach has been 
direct with oversight provided by state 
agencies. But 2021 is a different time 
with different issues. We are living in a 
global pandemic fraught with marginal 
vaccination rates, lack of mask mandates 
in the name of personal liberty, and 
prioritization of politics over science.  
We are living in a nation deeply divided 
in political beliefs concerning voting 
rights, economic policies, immigration 

policies, climate crisis, military policies, 
civil rights, human rights, and repro-
ductive rights. With the current 2 party 
system, moderates of both parties are 
often omitted and voters are ultimately 
influenced by just 1 or 2 issues. Access 
to abortion is often one of those issues.  
Most Texans and Americans support 
access to termination of pregnancy at 
some level.2  The deep division over this 
right exists within our own specialty.  
But even the most conservative agree, 
there are circumstances that necessitate 
this procedure. Restriction of abortion 

services has been a priority for the 
Texas Legislature for some time.  But 
the law passed this year — described 
as clever by some and devious by others 
— was quite different.  The law comes 
in addition to existing restrictions 
and now prohibits the termination of 
a pregnancy once fetal cardiac activ-
ity is detected by “standard medical 
practice,” which “includes employing 
the appropriate means of detecting 
the heartbeat based on the estimated 
gestational age of the unborn child and 
the condition of the woman and her 
pregnancy.”3 This reflects a marked 

departure in the previous claims of anti-
abortion legislators that their proposed 
restrictions are in the best interest of the 
pregnant woman.  The only exception 
to this would be a “medical emergency” 
for the mother, which is defined as “a 
life-threatening physical condition 
aggravated by, caused by, or arising 
from a pregnancy that, as certified by a 
physician, places the woman in danger 
of death or a serious risk of substantial 
impairment of a major bodily function 
unless an abortion is performed.”4  To 
add further alarm, SB8 also prohibits 
anyone from “aiding and abetting” a 
prohibited abortion, so loosely defined 
that it could be construed to ban related 
counseling, information, and referrals 
for care.5 

The law ignores medical conditions 
that are common indications for 
termination: selective reduction in 
higher-order multiple gestations, fetal 
reduction for severe twin-twin trans-
fusion syndrome, pre-viable preterm 
premature rupture of membranes, and 
inevitable abortions. It also ignores 
maternal medical conditions in which 
pregnancy may increase maternal 
morbidity and mortality while not plac-
ing the patient in imminent danger at 
the time of pregnancy diagnosis such 
as cardiomyopathy, lupus, nephrotic 
syndrome, and TTP.  In short, these are 
not considered exceptions unless life-
threatening maternal illness is present.  

Noticeably absent from the statute are 

Texas Senate Bill 8 (SB 8): Not 
just another anti-abortion bill

This law is recognized as 
the most restrictive anti-
abortion regulation in the 

United States today.
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limitation of 4 years.6 This may expose 
physicians to potentially endless civil 
lawsuits if the law is allowed to stay in 
effect. This approach is out of step for a 
state that, in 2003, led the nation in tort 
reform—something which many ob-
gyns, myself included, have celebrated.

Another major concern is the lack of 
support if a provider is named in a cause 
of action. Most carriers have made it 
clear that defending SB8 claims would 
not be covered by medical malpractice 
insurance. Most hospitals and health 
care institutions have indicated that 
they will not offer coverage to providers 
sued under SB8. Even if the defendant 
is cleared, one cannot countersue for 
defamation. Patients seeking termina-
tions will not be sued. This law is aimed 
directly at physicians.  We cannot yet 
measure the extent of how this chaos 
will impact our ability to practice 
medicine. This law has been described 
as “creative” in that it is enforced using 
civil liability, therefore the state of Texas 
and its officials cannot be directly sued. 
The US Supreme Court declined to stop 
the enactment of the law. They did not 
address the constitutionality of the 
law. According to Chief Justice John 
Roberts, “It can promptly do so when 
that question is properly presented.”7 
To get into the court system, the chal-
lenge to the law can present only after 
a cause of action is filed. The first cause 
of action was filed against Alan R. Braid, 
MD. The plaintiff is a former lawyer and 
convicted felon from Arkansas who is 
asking for $100,000 compensation. This 
type of law creates a dangerous prec-
edent. What will stop similar laws from 

being enacted allowing civil liability 
in other controversial issues such as 
gun ownership or criticism of public 
officials?

In a special session, the Texas legis-
lature recently passed SB4—a law that 
regulates the prescription and dispen-
sation of medications commonly used 
in pregnancy termination along with 
increased reporting requirements for 
complications. Mifeprex, misoprostol, 
and methotrexate are specifically named 
in this law.  These are the very drugs often 
used in early pregnancy loss, ectopic 
pregnancies, and postpartum hemor-
rhage. As the bill is currently written, it 
is unclear if providers will be criminally 
liable for the use of these medications in 
those circumstances. SB4 also criminal-
izes the failure to report “complications 
of abortion” without specification 
of a time frame and includes a list of  
events that physicians may not typically 
recognize as a complication of abor-
tion. This bill was signed into law on  
September 17, 2021. Legislators in other 
states have already signaled plans to rep-
licate SB8. Our colleagues in Texas and 
across the country should be alarmed 
and dismayed. It is critical that physi-
cians across specialties speak out against 
this affront to our profession. Texas is 
again ground zero for the abortion fight.

Regardless of your personal view, this 
is no longer about elective termination 
of pregnancy.  It is about the practice 
of medicine and our ability to provide 
patient care.

FOR REFERENCES VISIT  
contemporaryobgyn.net/Texas_SB8

R. TODD IVEY, MD, is the co-chair, Legislative Committee, District XI, for the American 
College of Obstetricians and Gynecologists and a practicing obstetrician-gynecologist in 
Houston, Texas.

the long-accepted exceptions of rape, 
incest, trafficking, and fetal anomalies/
chromosomal abnormalities. Why would 
these be omitted? It has been suggested 
that the right-to-life movement feels that 
the termination of pregnancy as a result 
of abuse is ideologically indefensible 
and weakens their political argument. 
Their focus is on the fetus — regardless 
of the circumstances of conception.  This 

law will worsen the stark disparities in 
women’s health outcomes.  Those who 
may not have the resources, ability 
to take off time from work, or secure 
childcare to travel out of state for this 
service, will be disproportionately 
harmed. Many physicians, aware of data 
from countries where abortion is illegal 
or highly restricted, fear this ban will 
lead to an increase in septic abortion 
rates and other complications of unsafe 
procedures that are rarely seen today.

Furthermore, this law “shall be 
enforced exclusively through private 
civil action.” In Texas, civil liability 
requires personal damage or loss. That 
is, until now. Damage or harm is not 
a requirement in this statute, and the 
cause of action can be initiated by any 
person.  Instead of giving state official 
enforcement power, SB8 deputizes any 
private citizen, regardless of whether 
they have suffered personal damage 
or loss, to initiate civil action against a 
person who they claim has violated the 
law. Statutory damages are defined as a 
minimum of $10,000 for each violation 
(there is no maximum), on top of costs 
and attorney’s fees, and a statute of 

Another major concern is the 
lack of support if a provider is 

named in a cause of action. 
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by BOB KRONEMYER

A n evaluation of multiple 
recommended eating pat-
terns has found that intakes 
of legumes, dietary � ber, and 

vegetable protein is linked to lower risk 
of peripheral arterial disease (PAD), 
whereas intakes of unprocessed red 
meat, processed meat, and regular soft 
drinks are  associated with higher risk.

The study in the journal Hyperten-
sion comprised a diverse population of 
138,506 US postmenopausal women 
from the Women’s Health Initiative 
(WHI) who had no known PAD at 
baseline years 1993 to 1998. 

Four diet quality indices were 
assessed by a validated food frequency 
questionnaire at baseline: the Alternate 
Mediterranean Diet (aMED) index, the 
Alternate Healthy Eating Index-2010 
(AHEI-2010), the Dietary Approaches 
to Stop Hypertension (DASH) diet index 
and the Healthy Eating Index-2015 
(HEI-15).

Incident cases of symptomatic PAD in 
the lower extremities were determined 
and adjudicated through March 2019 
via medical record review. During a 
median 18.6 years of follow-up, a total of 
1,036 cases of PAD cases were identi� ed. 

All diet quality scores were signi� -
cantly and inversely associated with a 
21% to 34% lower risk of PAD when 
comparing the highest to the lowest 
quartiles (all P for-trend values ≤ .010).

AHEI-2010 represented the 21% lower 
risk and DASH the 34% lower risk of PAD. 
Higher scores of the 4 diet quality indices 
were in general connected to older age, 
higher levels of education and family 
income, and healthier lifestyle behav-
iors including nonsmoking, moderate 
alcohol drinking, and regular exercise. 

Participants with higher diet quality 
scores were also leaner; less likely to 
have prevalent hypertension, diabetes, 
or coronary heart disease or stroke; and 
more likely to be in the observational 
study than the clinical trials. 

The 4 diet quality indices had 
moderate-to-strong correlations with 
each other, ranging from 0.54 between 
the MED index and HEI-2015 to 0.71 
between the DASH index and HEI-2015.

After adjusting for age, race/ethnicity, 
education, family income and study 
group, women in the highest quartiles of 
the 4 diet quality scores were estimated 
to have 29% (AHEI-2010) to 45% (DASH 
index) signi� cantly lower risk of PAD as 
opposed to those in the lowest quartiles. 

All inverse associations between the 
diet quality scores and risk of PAD were 
attenuated only slightly and remained 
signi� cant after further adjustment for 
other lifestyle behaviors, body mass 
index (BMI) and metabolic factors 
linked to PAD, including blood pressure, 

dyslipidemia, and diabetes. 
The potential role of overall diet 

quality in the development of PAD 
has not been well investigated in epi-
demiological studies and � ndings are 
inconsistent, according to the authors. 
For instance, the US Atherosclerosis 
Risk in Communities Study found no 
clear associations between data-derived 
dietary patterns and risk of PAD.

Also, the current study did not � nd any 
inverse association between moderate 
alcohol drinking and risk of PAD, which 
some previous studies have reported.

Multiple biological mechanisms may 
cause the observed inverse associations 
between healthful eating patterns and 
risk of PAD observed in the present 
study. Besides the potential advantage 
of regulating known metabolic risk fac-
tors for PAD, like reductions in diabetes 
risk and blood pressure, as well as an 
improvement in lipid pro� les, a health-
ful diet might decrease in� ammation, 
oxidative stress, and endothelial 
dysfunction, thus prevent or delay the 
progression of atherosclerosis.

“Our � ndings suggest that current 
clinical and public health strategies 
that recommend healthful eating pat-
terns may also be applicable to PAD 
prevention,” wrote the authors. 

Kronemyer is a freelance writer for
Contemporary OB/GYN®.

FOR REFERENCES VISIT
contemporaryobgyn.net/eating_patterns

Lower risk of peripheral arterial 
disease linked to dietary patterns

The study comprised 138,506 
US postmenopausal women.
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by BOB KRONEMYER

F or full-term, low-risk, nullipa-
rous patients, induction of labor 
with a Foley balloon alone or 
concurrent with prostaglandins 

(PGE) is associated with a signi� cantly 
lower risk of adverse neonatal outcomes 
than with PGE alone, according to a 
study in the American Journal of Perina-
tology. � e length of labor and delivery 
was also the shortest with concurrent 
Foley-oxytocin.

“Many pregnant women undergo 
induction of labor in everyday clinical 
practice,” said primary author Maria 
Andrikopoulou, MD, an assistant pro-
fessor of obstetrics and gynecology with 
expertise in maternal fetal medicine 
at Columbia University Irving Medical 
Center in New York, New York. “� ere is 
a wide variety or combination of meth-
ods that are used in cervical ripening; 
however, the safest and most e�  cacious 
method is not yet established.”

The current study was a second-
ary analysis of the ARRIVE trial 
(NCT01990612), a randomized trial of 
induction versus expectant manage-
ment, which was conducted by the 
Eunice Kennedy Shriver National 
Institute of Child Health and Human 
Development (NICHD) Maternal-Fetal 
Medicine Units (MFMU) Network.

“We aimed to compare different 
agents for cervical ripening, as well as 
combinations, to determine which one 
is associated with best outcomes for 

mothers and babies,” she said. 
Of the 6106 participants in the 

ARRIVE trial, 38.9% met criteria for this 
analysis. Participants were excluded for 
preripening membrane rupture, abrup-
tion, chorioamnionitis, fetal demise, or 
cervical dilation greater than or equal 
to 3.5 cm.

Of the cohort for analysis, 52.4% had 
cervical ripening with PGE, 12.2% had 
Foley-PGE, 16.2% had Foley alone, and 
19.1% had Foley-oxytocin. � e maternal 
composite outcome was similar for 
all   4 groups: 19.7% for PGE alone, 
24.1% for Foley-PGE, 21.3% for Foley 
only, and 19.4% for Foley-oxytocin. 
� e neonatal composite outcome was 
attained significantly less often for 
those who received Foley-PGE or Foley 
alone: 2.4% and 3.6%, respectively. 
Participants who received Foley-PGE 
or Foley-oxytocin also had a shorter 
labor and delivery stay compared with 
those who received PGE: an adjusted 
mean difference of –1.97 hours and 
–5.92 hours, respectively.

“In our study, of the NICHD MFMU 
Network, we found that maternal out-
comes were comparable between the 
2 groups,” Andrikopoulou said. “It was 
surprising to � nd that, in this large, low-
risk, prospectively ascertained group, 
the rate of cesarean deliveries was 
similar between the groups, regardless 
of the cervical ripening agent.”

The authors also were surprised 
that neonatal outcomes differed 
among the various ripening methods. 

“Implications on the neonate deserve 
further study,” Andrikopoulou said.

Considering the increasing incidence 
of induction of labor, “our analysis pro-
vides useful information on methods of 
induction in low-risk women,” Andriko-
poulou said. “Still, one of the limitations 
of the study is that this is a secondary 
analysis of a randomized trial. Because 
of the observational nature of the analy-
sis, our � ndings should be considered 
more hypothesis generating.”

In addition, because only low-risk 
nulliparous women were included in 
the analysis, “our results are general-
izable only to this cohort of women,” 
Andrikopoulou said. Moreover, par-
ticipants were not randomly assigned 
to the type of cervical ripening that 
they received, but rather to the type 
of cervical ripening method used per 
the discretion of the attending physi-
cian. “Therefore, randomized trials 
are needed to validate our results,” 
Andrikopoulou said. 

DISCLOSURES Andrikopoulou reports no 
relevant fi nancial disclosures.

Kronemyer is a freelance writer for
Contemporary OB/GYN®.

FOR REFERENCES VISIT
contemporaryobgyn.net/cervicalripening

Impact to maternal, neonatal
outcomes by cervical ripening agent 

Of the 6106 participants in 
the ARRIVE trial, 38.9% met 
criteria for this analysis.
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INTRODUCTION
Marijuana is the most used illicit drug 
among females of childbearing age and 
during pregnancy in the United States.1,2

This prevalence is largely secondary 
to the recent state level legalization of 
marijuana, resulting in both its avail-
ability and perceived safety. � e existing 
research suggests that marijuana use 
can adversely a� ect female reproduc-
tive health, and because its main active 
ingredient, Δ-9-tetrahydrocannabinol 
(THC), can cross the placenta3,4 and 
is found in breast milk,5 there also is 

concern about harm to the developing 
fetus and o� spring. Public health initia-
tives have advised those attempting 
to conceive, those who are pregnant, 
and lactating patients to abstain from 
using marijuana. However, because the 
available safety data and literature are 
limited, many continue marijuana use 
during pregnancy. � is is troublesome 
considering that the potency of mari-
juana has signi� cantly increased in the 
past decade.6 � e average concentration 
of THC in products sold in dispensaries 
can range from 17.7% to 23.2% but can 

be as high as 75.9%.7 Also, only 17% to 
31% of the THC content in products 
sold through state-licensed and internet 
dispensaries is accurately labeled.8,9

With growing public endorsement of 
the potential bene� ts of marijuana, it is 
important for health care providers to 
e� ectively counsel patients regarding its 
e� ects on fertility and future o� spring.

MARIJUANA 101
WHAT IS MARIJUANA? 
Marijuana is from the Cannabis 
sativa plant, which contains over                                

E� ects of marijuana use 
on female reproductive 
health and pregnancy
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600 chemicals and has medicinal and 
psychoactive properties mediated by 
compounds called cannabinoids.4 
The main psychoactive component is 
THC, a small, highly lipophilic molecule 
that is metabolized by the liver with a 
half-life ranging from 20 to 36 hours in 
occasional users to 4 to 5 days in heavy 
users and that can require up to 30 days 
for complete excretion.4

COMMON FORMS AND 
METHODS OF MARIJUANA USE
There are different vehicles for mari-
juana delivery (Table 1). Inhalation is the 
quickest method for THC to enter sys-
temically, carries less risk of overdosing, 
and includes smoking, vaporizing, and 
dabbing. Of these, smoking historically 
has been the most popular method and 
provides a rapid onset (1-3 minutes) and 

short duration (1-3 hours) of symptoms.
Oral absorption includes drops, tinc-

tures, sprays, lollipops, or breath strips 
and can take approximately 20 minutes 
before occurrence of symptoms, which 
can last 1 to 3 hours. In contrast, gastro-
intestinal absorption includes edibles, 
candies, drinks, snacks, and capsules 
that require digestion before feeling an 
effect, which can occur between 30 and 
90 minutes after consumption and last                                                                                                    
6 to 8 hours. Of these, edibles are 
popular, especially during pregnancy, 
because they are palatable and discreet 
and their effects can last for hours. 
Because of the delay in onset of symp-
toms, these methods lend themselves to 
a higher likelihood of overconsumption. 
There are also other methods such 
as skin absorption through topicals, 
transdermals, and suppositories.

EFFECTS OF MARIJUANA 
USE ON FERTILITY AND 
REPRODUCTIVE HEALTH
OVULATION AND MENSTRUAL 
CYCLICITY
In general, the literature supports some 
degree of effect from marijuana use 
on ovulation and menstrual cyclicity. 
Preclinical studies have largely shown 
that acute and chronic exposure 
to high levels of THC can affect sex 
hormones (ie, follicle-stimulating hor-
mone, luteinizing hormone), disrupt 
ovulation, and result in menstrual 
irregularities including amenorrhea.10-12 
However, in females, the literature is 
less consistent, ranging from no effect 
or increased cycle length only with 
frequent marijuana use more than                                                                              
3 times in the prior 3 months to possibly 
increased anovulation and suppressed 
reproductive hormone levels.13,14

FECUNDABILITY
Overall, marijuana use has not been 
demonstrated to significantly affect 
fecundability. A large prospective 
observational study that focused on 
North American couples attempt-
ing to conceive found no significant 
association between female and male 
marijuana use and fecundability after 
controlling for confounders.14 Similarly, 
a retrospective observational study 
using cross-sectional survey data 
concluded that marijuana use in any 
frequency does not prolong the time 
to conception.15 Most recently, a study 
(NCT00467363) highlighted the poten-
tial risks of preconception marijuana 
use on fecundability among women 
with a history of pregnancy loss.16 

IN VITRO FERTILIZATION
T h e  l i t e r a t u r e  s u g g e s t s  t h a t 

Figure. Screening, brief intervention, referral, and treatment flow 
in pregnancy42

SCREENING MODERATE RISK

LOW RISK

HIGH RISK

Questionnaire
Interview

Computer-assisted 
assessment

High use in past, including 
recent treatment

Stopped late in pregnancy
Continued low level of use

No past or current use
Low level of use stopped 
prior to or immediately 
upon known pregnancy

Current use meets  
substance use criteria

Brief intervention
Motivational 
interviewing

Frequent follow-up 
visits with provider

Refer to specialized 
substance use  

disorder treatment
Frequent follow-up 
visits with provider

Brief advice
Written pamphlet
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preconception use of marijuana 
negatively affects in vitro fertilization 
(IVF) success. In females who smoked 
marijuana within 1 year prior to IVF 
and gamete intrafallopian transfer, 25% 
fewer oocytes were retrieved and 28% 
fewer were fertilized.17 Additionally, in 
a recent prospective study of females 
utilizing assisted reproductive technol-
ogy, those who smoked marijuana at the 
time of study enrollment had twice the 
adjusted probability of pregnancy loss 
as those who were former marijuana 
smokers or had never used (54% vs 26%; 
P = .0003).18

USE IN PREGNANCY AND 
LACTATION
Approximately half of females who 
use marijuana before conception 
continue to use throughout pregnancy, 
especially for its antiemetic proper-
ties, particularly in the first trimester 
during a developmentally vulnerable 
period. Most studies report a 2% to 5% 
prevalence of prenatal marijuana use 
with up to approximately 30% among 
young, urban, and socioeconomi-
cally disadvantaged females.1,19 They 
are more likely to be younger, use mul-
tiple substances, report nausea and/
or vomiting in pregnancy, have other 

life stressors or mental health condi-
tions, and have limited or disrupted 
prenatal care. In pregnancy, patterns of 
marijuana use reflect smoking as most 
popular followed by edibles and then 
vaping, with most using only 1 mode 
of marijuana delivery.20  

The available studies on prenatal 
marijuana exposure are largely obser-
vational or retrospective, confounded 
by polysubstance use and small sample 
size and reliant on self-report.19 This 
is problematic because studies have 
found that more females are positive for 
marijuana use by toxicology screen than 
self-reported use.21 However, the exist-
ing evidence supports some degree of 
adverse outcomes with maternal mari-
juana use including intrauterine growth 
restriction, fetal neurodevelopmental 
consequences, neonatal intensive care 
unit admission, and impaired cognitive 
development of offspring.19,22

RECOMMENDATIONS
At present, based on the available 
evidence, the US surgeon general,23 
American College of Obstetricians 
and Gynecologists (ACOG),4 and the 
American Academy of Pediatrics24 
advise pregnant and lactating patients 
to abstain from using marijuana. 

However, all acknowledge that further 
research is needed to understand all the 
effects of THC on the developing brain 
and offspring.4,23,24

PERCEIVED BENEFITS 
The most common reason reported for 
marijuana use in pregnancy involves the 
perceived benefits, specifically for self-
treatment of nausea or hyperemesis. 
Currently, the effect of marijuana use 
on nausea and vomiting during preg-
nancy is unknown. Marijuana also is 
used during pregnancy for depression, 
anxiety, sleep, stress, and pain. These 
are all conditions that have alternative 
treatments better characterized in the 
context of pregnancy. 

PRETERM BIRTH 
The existing data are mixed but sup-
port an increased risk of preterm birth 
with marijuana use. A prior systematic 
review and meta-analysis adjusted for 
concomitant tobacco use found that 
only females using marijuana at least 
weekly in pregnancy had a significantly 
increased risk for preterm delivery, but 
not in those using less than weekly.25 
This association was not seen when only 
using pooled adjusted estimates from 
individual studies that had adjusted 
for confounders. More recently, a large 
population-based retrospective cohort 
study (N= 661,617) in Ontario, Canada, 
noted an increased risk of preterm birth 
associated with maternal marijuana use 
(RR 1.41; 95% CI, 1.36-1.47).26

FETAL GROWTH RESTRICTION 
AND LOW BIRTH WEIGHT
One of the most studied topics is the 
association between prenatal marijuana 
exposure and fetal growth restriction or 
low birth weight. There have been mul-
tiple systematic reviews, meta-analyses, 

   Table 1      Delivery methods for marijuana41

Method Onset (minutes) Duration (hours)

Inhaled 1-3 1-3

Oral 10-25 1-3

Ingested 30-90 6-8

Topical 15-30 3-6

Transdermal 15-30 6-8

Vaginal suppository 20 3-6
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and retrospective and prospective stud-
ies on this subject that suggest there is 
an association ranging from an 84-gram 
to 256-gram difference.19,25,27,28 However, 
a portion of studies did not adjust for 
confounders like nicotine use. A more 
recent, large systematic review reported 
a significantly increased risk of low birth 
weight was observed in females who 
used marijuana more than weekly after 
adjusting for cigarette smoking, but this 
trend was not seen when only estimates 
from individual studies that adjusted for 
all confounders were used.25 

FETAL STRUCTURAL 
ANOMALIES
There are studies addressing the role 
of marijuana and its association with 
structural fetal anatomic defects.27,29-33 
Anomalies previously described involve 
the cardiac, genitourinary, gastrointesti-
nal, and central nervous system in addi-
tion to craniofacial defects such as cleft 
lip and/or palate.29-31,33 Most commonly 
reported were cardiac abnormalities, 
specifically ventricular septal defects.31,33 
However, overall most studies did not 
consistently find a positive association 
between periconceptional marijuana 
use and congenital abnormalities.27,32

PREGNANCY LOSS
The available literature does not appear 
to support any significant association 
between prenatal marijuana use and 
an increased risk of miscarriage or 
stillbirth.16,19,34 However, the literature is 
variable, in part because studies report-
ing an association are confounded by 
polysubstance use, especially tobacco, or 
are too small to detect a true relationship. 
A recent study (NCT00467363) of females 
with a history of a prior first trimester loss 
found no correlation between precon-
ception marijuana use and miscarriage.16 

A previous study focused on the impact 
of illicit drug use and smoking on still-
birth did detect a significant association 
between marijuana use and stillbirth but 
this effect was diminished after adjusting 
for tobacco use.34 

OTHER COMPLICATIONS
Regarding other obstetric complica-
tions, there have been no associations 
found between in utero exposure to 
cannabis and fetal distress, maternal 
diabetes, rupture of membranes, 
abruption, hypertension, maternal 
weight gain, hemorrhage, or duration 
of maternal hospital stay.19,27 

OFFSPRING 
NEURODEVELOPMENT AND 
BEHAVIORAL OUTCOMES
Currently, the literature does not 
strongly support an association 
between prenatal marijuana exposure 
and longer-term offspring outcomes 
such as sudden infant death syndrome, 
cognition, or academic achievement.19 
Existing studies have described an effect 
on offspring neurological development 
from prenatal or postnatal marijuana 
exposure including trembling and a 

high-pitched cry in babies, decreased 
fine motor skills and abnormal social 
behavior in infants, decreased  problem-
solving skills and memory, symptoms 
of depression and anxiety, decreased 
attention span in school-aged children, 
and a predisposition toward delinquent 
behavior and vulnerability to drug 
addiction, including marijuana.19,27 

Most recently, a large retrospective 
Canadian study found a significant 
association between maternal mari-
juana use in pregnancy and the inci-
dence of autism spectrum disorder 
(ASD) in the offspring.22 The rate of ASD 
diagnosis was 2.2% among children 
with in utero marijuana exposure. 
The incidence of ASD diagnosis was 
4.00 per 1000 person-years (95% CI, 
3.65-4.38) among children exposed to 
cannabis compared with 2.42 (95% CI, 
2.39-2.44) among unexposed children.22 
The incidence of intellectual disability 
and learning disorders also was higher 
among offspring by age 10 years who 
were exposed to marijuana prenatally, 
although this was less statistically robust 
likely because of residual confounding 
not adjusted for.22 The study was unable 
to examine the association between the 
amount or timing of THC exposure in 
pregnancy and observed childhood 
health outcomes.

Prior human and animal studies have 
demonstrated that offspring prenatally 
exposed to THC have an increased risk 
for later substance use, delinquency 
of behavior, enhanced heroin-seeking 
profiles, and altered areas of the brain 
known to modify behavioral responses 
to various environmental stimuli associ-
ated with reward behaviors.19,35,36

MONITORING DURING 
PREGNANCY
The available evidence suggests a 

WITH GROWING PUBLIC 
ENDORSEMENT OF THE 
POTENTIAL BENEFITS  

OF MARIJUANA, 
IT IS IMPORTANT FOR 

HEALTH CARE PROVIDERS 
TO EFFECTIVELY COUNSEL 
PATIENTS REGARDING ITS 

EFFECTS ON FERTILITY AND 
FUTURE OFFSPRING.
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potential harmful effect of prenatal 
marijuana exposure on offspring, 
including decreased fetal weight 
or low birth weight.19,27 Addition-
ally, most studies did not consistently 
demonstrate an increased risk between 
periconceptional marijuana use and 
structural anatomic defects, but both 
fetal congenital abnormalities and 
dysmorphic features associated with 
Fetal Alcohol Syndrome Disorder have 
been described.27,29-33 Thus, a detailed 
fetal anatomic survey and serial growth 
ultrasounds should be considered in 
pregnancies complicated by maternal 
marijuana use, especially if maternal 
pattern of use is chronic and/or heavy.

BREASTFEEDING
The prevalence of marijuana use among 
breastfeeding females in states with 
legalized marijuana is about 5%.5 This is 
concerning because THC is highly lipid 
soluble and transferred into breast milk, 
where it is stored in lipid-filled tissues 
like the offspring’s brain, which can 
potentially affect neurodevelopmental 
processes. It has been demonstrated 
that when THC is smoked, levels peak 

in breast milk 1 hour post inhalation 
and remain detectable for 6 days after 
use.5,37 Exclusively breastfed infants 
ingest a mean of 2.5% of the maternal 
dose of THC.5,37 Prior studies have 
demonstrated that at 1 year of age, 
offspring exposed to marijuana in 
utero and through breastfeeding had 
decreased motor development com-
pared with those not exposed.38 Other 
observations reported in the literature of 
infants exposed to THC through breast 
milk include lethargy, less frequent 
feeding, and shorter feeding 
times.39 At this time, no studies 
have adequately addressed the 
effects of marijuana exposure 
through breastfeeding on long-
term neurodevelopment.

CANNABINOID 
HYPEREMESIS 
SYNDROME 
This is a condition that is difficult 
to diagnose during pregnancy and 
characterized by paradoxical cyclic 
vomiting occurring in patients with a 
history of chronic cannabis use.40 The 
classic presentation is severe nausea, 

intractable vomiting, abdominal pain, 
and abnormal, compulsive bathing 
behaviors (Table 2). Additional symp-
toms include agitation, diaphoresis, 
tachycardia, postural hypotension, 
subjective fevers/chills, and weight loss.  
It is also unresponsive to antiemetics 
and episodes usually last 24 to 48 hours 
at a time but will recur if marijuana 
use is continued. Long-term therapy is 
marijuana cessation for approximately 
2 weeks.40

METHODS FOR TESTING
Options for maternal testing include 
serum (detects use in the past 2-3 days), 
urine (detects the past 2-3 days in occa-
sional users or the past few weeks in 
chronic users) and hair (detects use up 
to 90 days prior). Medications such as 
nonsteroidal anti-inflammatory drugs 
or proton-pump inhibitors have been 
reported to cause false positives on drug 
screens, and testing can be affected by 
body mass index, frequency of use, 
when marijuana was last used, and 
the delivery vehicle of marijuana used. 
Currently, synthetic or designer can-
nabinoids are not detected by routine 
urine drug screens. 

Neonatal methods for testing 
include umbilical cord homog-
enate and meconium. Umbilical 
cord homogenate is easier to 
collect than meconium and 
because THC deposits evenly 
across the length of the cord, the 
location of the segment of cord 
sent is irrelevant. Meconium 
may be more sensitive than cord 

homogenate testing but is only available 
after approximately 24 weeks’ gestation, 
usually passed within 48 hours of birth, 
and often requires coordinated effort 
for collection. 

  Table 2    Cannabinoid hyperemesis syndrome (CHS) in pregnancy40

Characteristics associated with CHS Incidence

History of regular cannabis use for any duration of time 100%

Severe cyclic nausea and vomiting 100%

≥ Weekly cannabis use 97.4%

Resolution of symptoms after stopping cannabis 96.8%

Compulsive hot showers or baths for relief 92.3%

Abdominal pain 85.1%

Regular cannabis use > 1 year 74.8%

Male fetus predominance 72.9%

SUBSCRIBE 
for practical 

tips and 
valuable 

resources
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SUMMARY
� e landscape of marijuana use is continuing 
to shift, and health care providers need to be 
adaptable in the approach taken to patients 
who use marijuana who are attempting to 
conceive, are pregnant, or are lactating. 
As legalization increases, the perception 
of safety will continue to be promoted. 
� is is concerning because the potency of 
marijuana is still rising, which means that our 
limited current understanding of the risks of 
marijuana use will soon be outdated. � ere 
is now su�  cient evidence of harm to warrant 
avoiding use when attempting to conceive or 
when pregnant or lactating. ACOG recom-
mends that health care providers universally 
screen all patients before conception and 
in early pregnancy regarding marijuana 
and drug use (Figure), facilitate access to 
accurate information, provide counseling, 
and make referrals for treatment.4

FOR REFERENCES VISIT
contemporaryobgyn.net/THC

  The prevalence of marijuana use in females of reproductive age, 
as well as the potency of THC in available products, is on the rise 
and there is suffi cient evidence to recommend abstinence for those 
trying to conceive, are pregnant, or are breastfeeding.

  Marijuana use can affect fertility by adversely affecting sex 
hormones, ovulation, and menstrual cyclicity.

  There is no signifi cant association between preconception 
marijuana use or use during pregnancy and miscarriage or stillbirth.

  Prenatal marijuana use is associated with fetal growth restriction, 
low birth weight, preterm birth, and neonatal intensive care unit 
admissions.

  Marijuana use during pregnancy is not signifi cantly associated with 
birth defects.

  Exposure to marijuana during pregnancy and through 
breastfeeding can be associated with impaired cognitive 
development of offspring.

TAKEAWAYS

Rimola is a practicing ob-gyn with Inova Health 
System in Vienna, Virginia, and co-chair of the NHMA 
for the Washington, D.C., metro area. The NHMA 
will be stepping up its efforts to get the Hispanic 
population vaccinated during National Hispanic 
Heritage Month, which is taking place from September 
15 to October 15.

V I S I T
contemporaryobgyn.net/view/
vaccine-campaign-focuses-

on-hispanic-population

Visit online to view this video interview with 
Contemporary OB/GYN Senior Editor Angie DeRosa 
and Sergio Rimola, MD, as they discuss the 
Vaccinate4All campaign of the National Hispanic 
Medical Association (NHMA) and how ob-gyns can 
approach discussions with their LatinX patients.
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How is cannabidiol (CBD) 
different from THC?
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Simply 
Predictable
Widen your circle of options for cervical ripening 
prior to induction of labor

Dilapan-S is intended for single use only and should not be left in place more than 24 hours. Careful 
placement of the device is essential to avoid traumatic injury to the cervix. Twisting of device during 
removal may cause the device to break. Complications may include: device entrapment and/or 
fragmentation, expulsion, or retraction; patient discomfort or bleeding; spontaneous rupture of
membranes; spontaneous onset of labor; cervical laceration. 

You are encouraged to report adverse events related to Dilapan-S by calling 1 (888) 257-9676. 
If you prefer, you may contact the U.S. Food and Drug Administration (FDA) directly. 
Visit http://www.fda.gov/MedWatch or call 1-800-FDA-1088.
Please see Instructions for Use.

 ©2021 Medicem, Inc. All Rights Reserved. US-DS-2000009. Intended for US audiences only.

Learn more at DilapanS.com 
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reduce racial and ethnic disparities.10 
What do we need to do as individual 

health care practitioners, risk manag-
ers, and health care organizations 
to continue on the road to the safest 
possible care in each of our perinatal 
units? Based on my experience in 
visiting perinatal units over the past 2 
decades, I suggest the following:

1Engage the medical staff, develop 
obstetrical leadership, and 

strengthen peer review.
The most important culture shift 
needed is added engagement of the 
medical staff in perinatal unit activities. 
Unfortunately, some obstetricians 
view the hospital as a place to come 
for deliveries and then return home or 
to the office. Willingness of obstetri-
cians to assume departmental leader-
ship roles, work with nursing teams, 
obtain fetal monitoring credentialing, 
participate in simulation training, 
increase accountability through effec-
tive peer review, and help develop, 
promote, and accept evidence-based 
approaches to care is needed.11  

2 Improve the “speak up climate” 
of each perinatal unit.

Data from Michigan intensive care 
unit studies showed that the strongest 
predictor for team excellence was that 
“caregivers feel comfortable speaking 
up if they perceive a problem with 
patient care.”12 Administrative support 
to improve the “speak up” climate of 
the unit when it comes to patient safety 
should be a training priority.13 Report-
ing and learning of safety events (both 
adverse outcomes or near-misses) 
should become voluntary, confidential, 
and nonpunitive.14 Associated with 
improving the “speak up climate” 
and erasing the stigma of reporting of 
safety events, there have been recent 
movements to involve nurses more in 
the diagnostic process.15 The concept 

Collaborative Care: Key to  
improving obstetrical outcomes
by LARRY VELTMAN, MD, FACOG, CPHRM, DFASHRM

“In 2019, 754 women were identified as having died of maternal causes in the United 
States, compared with 658 in 2018...The maternal mortality rate for 2019 (20.1 deaths 
per 100,000 live births) was significantly higher than the rate for 2018 (17.4).1

I’ve been involved with perinatal 
safety and risk management for several 
decades. I served on the American Col-
lege of Obstetricians and Gynecologists 
(ACOG)’s Professional Liability Com-
mittee and its Quality Assurance and 
Patient Safety Committee. I’ve also 
been active in the American Society 
for Healthcare Risk Management and 
recently served on its board.  These orga-
nizations have strongly advocated for 
improvements in the culture of safety in 
health care and, more specifically, in the 
case of ACOG (and many other national 
organizations), improving the culture 
of safety across the whole spectrum of 
perinatal care.  In my years of experience, 
we, as a perinatal community, haven’t 
gone far enough in advancing collab-
orative care and a culture of perinatal 
safety. When I say that we haven’t gone 
far enough, I don’t think I am alone in 
my thinking. In USA Today’s 2017-2018 
report on maternal mortality and severe 
morbidity, Steve Clark, [MD, Baylor Col-
lege of Medicine], a long-time champion 
for perinatal safety said, “Our medicine is 
run by cowboys today, where everyone is 
riding the range doing whatever they’re 
wanting to do. ...It’s a failure at all levels, 
at national organization levels and at the 
local hospital leadership levels as well.”2 I 
published a study on disruptive behavior 
in obstetrics in 2007 in which 42% of 
nurse manager respondents said that 

specific adverse outcomes had occurred 
because of unprofessional behavior.3 In a 
2015 study of nurse-physician oxytocin 
conflicts, the following results were tabu-
lated: “The majority of the respondents 
reported some form of intimidating 
behavior from a provider while manag-
ing an oxytocin infusion during labor 
(82%). This behavior was mostly subtle in 
nature, such as the provider’s impatience 
with a nurse’s questions (82%) or failure 
to return a phone call (61%), but respon-
dents also reported more explicit forms 
of intimidation. Being told “just give 
what I ordered” (72%) and threatening 
to report a nurse to the nurse manager 
(29%) are forms of intimidation that may 
affect clinical judgment.4 

It is not all bad news. There has been 
hard work and significant progress and 
we should give credit where it is due. 
Some individual hospitals, health sys-
tems, and state perinatal collaboratives 
have reduced maternal and neonatal 
harm.5 Data regarding the establish-
ment of obstetrical safety programs, 
credentialing in fetal monitoring, and 
participation in drills by all medical and 
nursing staff have shown reductions in 
adverse outcomes, negligence claims, 
and liability reserves.6-9 Additionally, 
there are major legislative efforts on state 
and national levels to add resources to 
extend Medicaid coverage, strengthen 
maternal mortality committees, and 
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of a physician-nurse dyad caring 
for patients as a team, engaged in 
dialogue, recognizing the importance 
and effectiveness of the “R” in SBAR 
(Situation, Background, Assessment, 
Recommendation) should be a goal 
for improving perinatal care.

A psychologically safe environment 
is one where each person’s voice 
is valued and supported, and indi-
viduals feel able to show and employ 
one’s self without fear of negative 
consequences or retaliation.16 These 
principles should become pervasive 
on every perinatal unit.17 Psycho-
logical safety and the unit’s culture 
of safety is undermined by incivility 
and intimidation from any health care 
professional directed at any other 
health care professional.18 Account-
ability through peer review and 
human resources should be prepared 
to address unprofessional behavior at 
every level of the organization. 

3 Standardize when possible.
Engaged medical staff leaders 

should support and become 
part of a perinatal department’s 
multidisciplinary committee that 
seeks to standardize approaches 
to care whenever possible. Rather 
than looking at standardization as 
stripping away physician autonomy 
and creating “cookbook” medicine, 
standardization allows one to not so 
much look at the “how,” but allows for 
judgement as to “when” to act.19,20 

4 Understand the hazards of 
“behavioral drift” and shortcuts 

in obstetrics.
Practicing obstetrics is particularly vul-
nerable to the concept of “behavioral 
drift.”21 Because significant adverse 
events happen rarely in an individual 
obstetrician’s practice, it is relatively 
easy for one to unwittingly slip into 
practice shortcuts that generally have 

good outcomes, but border on unsafe 
practices. This phenomenon is known 
as behavioral or clinical drift. The 
danger of the law of small numbers 
leading to “it has never happened to 
me” thinking should be a warning sign 
of threats to perinatal safety.

5 Implement an effective early 
warning system.

Adoption of a functioning early 
maternal warning system (EWS) 
should become a part of every labor 
and delivery unit. There are multiple 
acronyms with small variations that 
have been introduced but all lead to 
the identification of possible patient 
deterioration. Every EWS has an 
escalation component that should 
effectively serve to get a physician 
to the bedside in a timely manner to 
evaluate a patient identified by the 
changes in EWS parameters.22

6 Collaborative education and 
credentialing in electronic fetal 

monitoring  and for participation in 
drills.
Associated with an engaged medical 
staff is the need for collaborative activi-
ties of the entire perinatal team with 
regard to credentialing in fetal monitor-
ing interpretation and management 
and participation in drills for obstetric 
emergencies.23 Many hospitals now 
are requiring such credentialing and 
participation as a condition to obtain 
obstetrical privileges.

7 Implement the AIM perinatal 
safety bundles.

Every obstetrician, midwife, and 
perinatal nurse should be aware of the 
Council on Patient Safety in Women’s 
Healthcare, the Alliance for Innovation 
on Maternal Health (AIM), and the web-
site, safehealthcareforeverywoman.
org.24 Under the umbrella of multiple 
professional organizations, multiple 

evidence-based safety bundles with 
combined supporting resources have 
been developed and are readily avail-
able. Obstetrical medical staff, working 
together with nursing leadership and 
nursing staff, should lead each unit’s 
adoption and implementation of these 
safety bundles.

8 Pay attention to human factors: 
Eliminate bias as a source of 

diagnostic error.
Institutional efforts to address bias, 
racial and ethnic inequities, and the 
human factors that contribute to 
these issues should become a prior-
ity. These human factors significantly 
are often the root of diagnostic error.25 
It will be unlikely that reducing 
maternal mortality and morbidity will 
occur without major steps in this area 
across the perinatal spectrum.  

In the years to come, as we emerge 
from the pandemic, it may turn up to 
be our collective fault if the perinatal 
community does not make progress in 
perinatal safety. We have to nationally 
and locally come together to improve 
approaches to solving the problem of 
maternal mortality and severe morbid-
ity. I don’t believe these improvements 
are going to happen on their own or by 
returning to the way things were done 
in the “old days.”

FOR REFERENCES VISIT  
contemporaryobgyn.net/collaborativecare

For over 30 years, Larry Veltman practiced obstetrics and 
gynecology in Portland, Oregon. He served as the chairman 
of the Department of Obstetrics and Gynecology at Provi-
dence St Vincent Medical Center for 9 years. In addition, 
Veltman was chair of the Professional Liability Committee 
of the American College of Obstetricians and Gynecologists 
(ACOG) and is currently serving on ACOG’s Committee on 
Patient Safety and Quality Improvement. He works as a 
perinatal risk and patient safety consultant and serves on 
the boards of the American Society for Healthcare Risk 
Management and the National Perinatal Information Center. 

OBGYN1021_034-035_MaternalMortality-OB.indd   35OBGYN1021_034-035_MaternalMortality-OB.indd   35 9/30/21   10:01 AM9/30/21   10:01 AM



One ANNOVERA, One Prescription, One Full Year of CONTRACEPTION*IMPORTANT SAFETY INFORMATION

WARNING: CIGARETTE SMOKING AND SERIOUS 
CARDIOVASCULAR EVENTS

See full prescribing information for complete
boxed warning.

• Females over 35 years old who smoke should not
use ANNOVERA. 

• Cigarette smoking increases the risk of serious 
cardiovascular events from combination hormonal 
contraceptive use. 

ANNOVERA. OWNED AND OPERATED BY HER ALL YEAR LONG.

AnnoveraHCP.com

Covered by the Majority of Health Plans
Most Patients Pay $0‡

CONTRAINDICATIONS

ANNOVERA (segesterone acetate and ethinyl estradiol 
vaginal system) is contraindicated and should not be used 
in women with a high risk of arterial or venous thrombotic 
diseases; current or history of breast cancer or other 
estrogen- or progestin-sensitive cancer; liver tumors, acute 
hepatitis, or severe (decompensated) cirrhosis; undiagnosed 
abnormal uterine bleeding; hypersensitivity to any of the 
components of ANNOVERA; and use of Hepatitis C drug 
combinations containing ombitasvir/paritaprevir/ritonavir, 
with or without dasabuvir.

WARNINGS AND PRECAUTIONS

• Stop ANNOVERA if a thrombotic or thromboembolic event 
occurs, and at least 4 weeks before and through 2 weeks 
after major surgery. Start ANNOVERA no earlier than 4 weeks 
after delivery, in females who are not breastfeeding. Consider 
cardiovascular risk factors before initiating in all females, 
particularly those over 35 years.

• Discontinue if jaundice occurs.
• Stop ANNOVERA prior to starting therapy with the combination 

drug regimen ombitasvir/paritaprevir/ritonavir. ANNOVERA can 
be restarted 2 weeks following completion of this regimen.

• Do not prescribe ANNOVERA for females with uncontrolled 
hypertension or hypertension with vascular disease. Monitor 
blood pressure and stop use if blood pressure rises significantly 
in females with well-controlled hypertension.

• Monitor glucose in pre-diabetic or diabetic females taking 
ANNOVERA. Consider an alternate contraceptive method for 
females with uncontrolled dyslipidemias.

• Patients using ANNOVERA who have a significant change in 
headaches or irregular bleeding or amenorrhea should be 
evaluated. ANNOVERA should be discontinued if indicated.

• Other warnings include: gallbladder disease; depression; 
cervical cancer; increased serum concentrations of binding 
globulins; hereditary angioedema; chloasma (females who tend 

to develop chloasma should avoid exposure to the sun or UV 
radiation while using ANNOVERA); toxic shock syndrome (TSS) 
(if a patient exhibits symptoms of TSS, remove ANNOVERA, and 
initiate appropriate medical treatment); vaginal use (ANNOVERA 
may not be suitable for females with conditions that make the 
vagina more susceptible to vaginal irritation or ulceration).

ADVERSE REACTIONS

The most common adverse reactions reported in at least 5% of 
women who received ANNOVERA were: headache/migraine, 
nausea/vomiting, vulvovaginal mycotic infection/candidiasis, 
lower/upper abdominal pain, dysmenorrhea, vaginal discharge, 
urinary tract infection, breast pain/tenderness/discomfort, 
bleeding irregularities including metrorrhagia, diarrhea, and 
genital pruritus.
DRUG INTERACTIONS

Drugs or herbal products that induce certain enzymes, including 
CYP3A4, may decrease the effectiveness of ANNOVERA or 
increase breakthrough bleeding. Counsel patients to use a
back-up or alternative method of contraception when enzyme 
inducers are used with ANNOVERA.

INDICATION
ANNOVERA is a progestin/estrogen combination hormonal 
contraceptive indicated for use by females of reproductive 
potential to prevent pregnancy.

Limitations of Use:  ANNOVERA has not been adequately 
studied in females with a body mass index >29 kg/m2.

Please note this information is not comprehensive. 
Please see Brief Summary of the Full Prescribing 
Information on the next page, including BOXED WARNING, 
or visit Annovera.com/pi.pdf.

ANNOVERA is a registered trademark licensed 
to TherapeuticsMD, Inc.
© 2020 TherapeuticsMD, Inc. All rights reserved.
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  Unique Hormone Profile1,3

~150 mcg daily of progesterone-derived segesterone acetate
and ~13 mcg daily of ethinyl estradiol

  Highly Effective–97.3%1

  High Patient Satisfaction–Nearly 90% Overall2†

  Empowers Women to be in Control of their Fertility and Menstruation*
*Inserted for 21 continuous days and removed 7 days for 13 cycles

†In an ANNOVERA Phase 3 study, a product acceptability questionnaire was administered and completed at the end of Cycle 3 (n=1036). 
Results based on data from 905 subjects in the areas of ease-of-use, expulsion, side effects, and sex/intercourse.

‡Subject to coverage and eligibility.

ANNOVERA GIVES HER A LONG-TERM, PROCEDURE-FREE 
ALTERNATIVE TO TRADITIONAL LARCs

SHE’S LOOKING FOR A 

LONG-TERM RELATIONSHIP.

(WITHOUT THE COMMITMENT)
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WARNINGS AND PRECAUTIONS

• Stop ANNOVERA if a thrombotic or thromboembolic event 
occurs, and at least 4 weeks before and through 2 weeks 
after major surgery. Start ANNOVERA no earlier than 4 weeks 
after delivery, in females who are not breastfeeding. Consider 
cardiovascular risk factors before initiating in all females, 
particularly those over 35 years.

• Discontinue if jaundice occurs.
• Stop ANNOVERA prior to starting therapy with the combination 

drug regimen ombitasvir/paritaprevir/ritonavir. ANNOVERA can 
be restarted 2 weeks following completion of this regimen.

• Do not prescribe ANNOVERA for females with uncontrolled 
hypertension or hypertension with vascular disease. Monitor 
blood pressure and stop use if blood pressure rises significantly 
in females with well-controlled hypertension.

• Monitor glucose in pre-diabetic or diabetic females taking 
ANNOVERA. Consider an alternate contraceptive method for 
females with uncontrolled dyslipidemias.

• Patients using ANNOVERA who have a significant change in 
headaches or irregular bleeding or amenorrhea should be 
evaluated. ANNOVERA should be discontinued if indicated.

• Other warnings include: gallbladder disease; depression; 
cervical cancer; increased serum concentrations of binding 
globulins; hereditary angioedema; chloasma (females who tend 

to develop chloasma should avoid exposure to the sun or UV 
radiation while using ANNOVERA); toxic shock syndrome (TSS) 
(if a patient exhibits symptoms of TSS, remove ANNOVERA, and 
initiate appropriate medical treatment); vaginal use (ANNOVERA 
may not be suitable for females with conditions that make the 
vagina more susceptible to vaginal irritation or ulceration).

ADVERSE REACTIONS

The most common adverse reactions reported in at least 5% of 
women who received ANNOVERA were: headache/migraine, 
nausea/vomiting, vulvovaginal mycotic infection/candidiasis, 
lower/upper abdominal pain, dysmenorrhea, vaginal discharge, 
urinary tract infection, breast pain/tenderness/discomfort, 
bleeding irregularities including metrorrhagia, diarrhea, and 
genital pruritus.
DRUG INTERACTIONS

Drugs or herbal products that induce certain enzymes, including 
CYP3A4, may decrease the effectiveness of ANNOVERA or 
increase breakthrough bleeding. Counsel patients to use a
back-up or alternative method of contraception when enzyme 
inducers are used with ANNOVERA.

INDICATION
ANNOVERA is a progestin/estrogen combination hormonal 
contraceptive indicated for use by females of reproductive 
potential to prevent pregnancy.

Limitations of Use:  ANNOVERA has not been adequately 
studied in females with a body mass index >29 kg/m2.

Please note this information is not comprehensive. 
Please see Brief Summary of the Full Prescribing 
Information on the next page, including BOXED WARNING, 
or visit Annovera.com/pi.pdf.

ANNOVERA is a registered trademark licensed 
to TherapeuticsMD, Inc.
© 2020 TherapeuticsMD, Inc. All rights reserved.
ANVA-20142.4    09/2021

References: 1. Annovera® [Full Prescribing Information]. Boca Raton, FL: TherapeuticsMD, 
Inc; 2020. 2. Merkatz RB, Plagianos M, Hoskin E, et al. Acceptability of the Nestorone®/ 
ethinyl estradiol contraceptive vaginal ring: development of a model; implications for 
introduction. Contraception. 2014;90(5):514–521. doi:10.1016/j.contraception.2014.05.015. 
3. Kumar N, Koide SS, Tsong YY, Sundaram K. Nestorone: a progestin with a unique 
pharmacological profile. Steroids. 2000; 54;629-636. 

  Unique Hormone Profile1,3

~150 mcg daily of progesterone-derived segesterone acetate
and ~13 mcg daily of ethinyl estradiol

  Highly Effective–97.3%1

  High Patient Satisfaction–Nearly 90% Overall2†

  Empowers Women to be in Control of their Fertility and Menstruation*
*Inserted for 21 continuous days and removed 7 days for 13 cycles

†In an ANNOVERA Phase 3 study, a product acceptability questionnaire was administered and completed at the end of Cycle 3 (n=1036). 
Results based on data from 905 subjects in the areas of ease-of-use, expulsion, side effects, and sex/intercourse.

‡Subject to coverage and eligibility.

ANNOVERA GIVES HER A LONG-TERM, PROCEDURE-FREE 
ALTERNATIVE TO TRADITIONAL LARCs

SHE’S LOOKING FOR A 

LONG-TERM RELATIONSHIP.

(WITHOUT THE COMMITMENT)
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ANNOVERA® (segesterone acetate and ethinyl estradiol 
vaginal system)

BRIEF SUMMARY OF PRESCRIBING INFORMATION
This Brief Summary does not include all the information needed 
to use ANNOVERA safely and effectively. Please visit 
ANNOVERA.com/pi.pdf for Full Prescribing Information (PI).

INDICATIONS AND USAGE
ANNOVERA is indicated for use by females of reproductive 
potential to prevent pregnancy.
Limitations of Use: ANNOVERA has not been adequately studied 
in females with a BMI >29 kg/m2.

DOSAGE AND ADMINISTRATION
One ANNOVERA is inserted in the vagina. The vaginal system 
must remain in place continuously for 3 weeks (21 days) 
followed by a 1-week (7-day) vaginal system-free interval. 
One vaginal system provides contraception for thirteen 28-day 
cycles (1 year). Follow instructions for starting ANNOVERA, 
including switching from other contraceptive methods, and 
use after abortion, miscarriage, or childbirth [see How to Start 
ANNOVERA (2.2) in PI].
Contraceptive efficacy of ANNOVERA may be reduced if a 
woman deviates from the recommended use. If ANNOVERA is 
out of the vagina for more than 2 continuous hours or more than 
2 cumulative hours during the 21 days of continuous use, then 
back-up contraception, such as male condoms or spermicide, 
should be used until the vaginal system has been in the vagina 
for 7 consecutive days.

CONTRAINDICATIONS
ANNOVERA is contraindicated in females who are known to have 
the following conditions: • A high risk of arterial or venous 
thrombotic diseases. Examples include females who are known 
to: smoke, if over age 35; have current or history of deep vein 
thrombosis or pulmonary embolism; have cerebrovascular 
disease; have coronary artery disease; have thrombogenic 
valvular or thrombogenic rhythm diseases of the heart  
(for example, subacute bacterial endocarditis with valvular 
disease,  or atrial fibrillation); have inherited or acquired 
hypercoagulopathies; have uncontrolled hypertension or 
hypertension with vascular disease; have diabetes mellitus and 
are over age 35, diabetes mellitus with hypertension or vascular 
disease, or other end-organ damage, or diabetes mellitus of 
>20 years duration; have headaches with focal neurological 
symptoms, migraine headaches with aura, or are over age 35 
with any migraine headaches. • Current or history of breast 
cancer or other estrogen- or progestin-sensitive cancer. • Liver 
tumors, acute hepatitis, or severe (decompensated) cirrhosis. 
• Undiagnosed abnormal uterine bleeding. • Hypersensitivity to 
any of the components of  ANNOVERA. Hypersensitivity reactions 
reported include: throat constriction, facial edema, urticaria, 
hives, and wheezing. • Use of Hepatitis C drug combinations 
containing ombitasvir/paritaprevir/ritonavir, with or without 
dasabuvir, due to the potential for alanine transaminase 
(ALT) elevations.

WARNINGS AND PRECAUTIONS
Thromboembolic Disorders and Other Vascular Conditions
Females are at increased risk for a venous thrombotic event 
(VTE) when using ANNOVERA.
Stop ANNOVERA if a thrombotic or thromboembolic event occurs, 
or unexplained loss of vision, proptosis, diplopia, papilledema, or 
retinal vascular lesions and evaluate for retinal vein thrombosis 
immediately. Stop ANNOVERA at least 4 weeks before and 
through 2 weeks after major surgery. Start ANNOVERA no earlier 
than 4 weeks after delivery in females who are not breastfeeding. 
Before starting ANNOVERA, consider history and risk factors 
of thrombotic or thromboembolic disorders. ANNOVERA is 
contraindicated in females with a high risk of arterial or venous 
thrombotic/thromboembolic diseases.
Arterial Events
Consider cardiovascular risk factors before initiating in all 
females, particularly those over 35 years. CHCs increase the 
risk of cardiovascular events and cerebrovascular events, such 
as stroke and myocardial infarction. The risk is greater among 
older females (>35 years of age), smokers, and females with 
hypertension, dyslipidemia, diabetes, or obesity.
Venous Events
The use of CHCs increases the risk of VTE, such as deep vein 
thrombosis and pulmonary embolism. Risk factors for VTEs 
include smoking, obesity, and family history of VTE, in addition 
to other factors that contraindicate use of CHCs. The rates of 
VTE are even greater during pregnancy, and especially during 

the postpartum period. The risk of VTE is highest during the first 
year of CHC use and when restarting hormonal contraception 
following a break of 4 weeks or longer. The risk of VTE due to 
CHCs gradually disappears after use is discontinued.
Liver Disease
Impaired Liver Function
ANNOVERA is contraindicated in females with acute hepatitis or 
severe (decompensated) cirrhosis of the liver. Discontinue 
ANNOVERA if jaundice develops. Acute liver test abnormalities 
may necessitate the discontinuation of ANNOVERA use until the 
liver tests return to normal and ANNOVERA causation has 
been excluded.
Liver Tumors 
ANNOVERA is contraindicated in females with benign or 
malignant liver tumors. Hepatic adenomas are associated 
with CHC use (estimated 3.3 cases/100,000 CHC users). 
Rupture of hepatic adenomas may cause death through 
intra-abdominal hemorrhage. 
Risk of Liver Enzyme Elevations with Concomitant 
Hepatitis C Treatment
Stop ANNOVERA prior to starting therapy with the combination 
drug regimen ombitasvir/paritaprevir/ritonavir with or without 
dasabuvir. ANNOVERA can be restarted 2 weeks following 
completion of treatment with the Hepatitis C combination 
drug regimen.
Hypertension
ANNOVERA is contraindicated in females with uncontrolled 
hypertension or hypertension with vascular disease. For all 
females, including those with well-controlled hypertension, 
monitor blood pressure at routine visits and stop ANNOVERA if 
blood pressure rises significantly.
Age-Related Considerations
The risk for cardiovascular disease and prevalence of risk factors 
for cardiovascular disease increase with age. Certain conditions, 
such as smoking and migraine headache without aura, that do 
not contraindicate CHC use in younger females, are 
contraindications to use in women over 35 years of age. 
Consider the presence of underlying risk factors that may 
increase the risk of cardiovascular disease or VTE, particularly 
before initiating ANNOVERA for women over 35 years, such as 
hypertension, diabetes, dyslipidemia, and obesity.
Gallbladder Disease
Studies suggest a small increased relative risk of developing 
gallbladder disease among CHC users. Use of CHCs may also 
worsen existing gallbladder disease. A past history of CHC-
related cholestasis predicts an increased risk with subsequent 
CHC use. Females with a history of pregnancy-related cholestasis 
may be at an increased risk for CHC-related cholestasis.
Adverse Carbohydrate and Lipid Metabolic Effects
Hyperglycemia
ANNOVERA is contraindicated in diabetic females over age 35, 
or females who have diabetes with hypertension, nephropathy, 
retinopathy, neuropathy, other vascular disease, or females 
with diabetes of >20 years duration. ANNOVERA may decrease 
glucose tolerance. Carefully monitor prediabetic and diabetic 
females who are taking ANNOVERA.
Dyslipidemia
Consider alternative contraception for females with uncontrolled 
dyslipidemia. ANNOVERA may cause adverse lipid changes. 
Females with hypertriglyceridemia, or a family history thereof, 
may be at an increased risk of pancreatitis when 
using ANNOVERA.
Headache
ANNOVERA is contraindicated in females with certain headaches. 
Evaluate new or significant changes in headaches, including 
migraines, and discontinue ANNOVERA if indicated. 
Bleeding Irregularities and Amenorrhea
Females using ANNOVERA may experience unscheduled 
(breakthrough) bleeding and spotting, especially during the first 
month of use. If unscheduled bleeding occurs or persists, check 
for causes such as pregnancy or malignancy. 
Based on subject diaries from the two clinical efficacy trials of
ANNOVERA, 5–10% of females experienced unscheduled 
bleeding per 28-day cycle. A total of 41 subjects (1.7%) 
discontinued use due to menstrual disorders including 
metrorrhagia, menorrhagia, and abnormal withdrawal bleeding.
Females who are not pregnant and use ANNOVERA may 
experience amenorrhea. Based on subject diary data from two 
clinical trials for up to 13 cycles, amenorrhea occurred in 3–5% 
of females per cycle using ANNOVERA and in 0.9% of females in 
all 13 cycles. If scheduled bleeding does not occur, consider the 
possibility of pregnancy. 
Depression
Carefully observe females with a history of depression and 
discontinue ANNOVERA if depression recurs to a serious degree.
Cervical Cancer
Some studies suggest that CHCs are associated with an increase 
in the risk of cervical cancer or intraepithelial neoplasia.
Effect on Binding Globulins
The estrogen component of ANNOVERA may raise the serum 
concentrations of thyroxine-binding globulin, sex hormone-
binding globulin, and cortisol-binding globulin. The dose of 
replacement thyroid hormone or cortisol therapy may need to 
be increased.

Hereditary Angioedema
In females with hereditary angioedema, exogenous estrogens
may induce or exacerbate symptoms of angioedema.
Chloasma
Chloasma may occur with ANNOVERA use, especially in females 
with a history of chloasma gravidarum. Advise females who tend 
to develop chloasma to avoid exposure to the sun or ultraviolet 
radiation while using ANNOVERA.
Toxic Shock Syndrome (TSS)
If a patient exhibits signs/symptoms of TSS, consider the 
possibility of this diagnosis, remove ANNOVERA, and initiate 
appropriate medical evaluation and treatment.
Vaginal Use
Some females are aware of the vaginal system on occasion 
during the 21 days of use or during coitus, and partners may 
feel the vaginal system during coitus. ANNOVERA may not be 
suitable for females with conditions that make the vagina more 
susceptible to vaginal irritation or ulceration. Vaginal and cervical 
erosion and/or ulceration has been reported in females using 
other contraceptive vaginal devices. In some cases, the ring 
adhered to vaginal tissue, which necessitated removal by a 
healthcare provider.

ADVERSE REACTIONS
Clinical Trial Experience
Most Common Adverse Reactions
In clinical trials, adverse reactions reported in by ≥5% of 
ANNOVERA-treated subjects include: headache, including 
migraine (38.6%); nausea/vomiting (25.0%); vulvovaginal 
mycotic infection/vaginal candidiasis (14.5%); abdominal pain/
lower/upper (13.3%); dysmenorrhea (12.5%); vaginal discharge 
(11.8%); UTI/cystitis/pyelonephritis/genitourinary tract infection 
(10.0%); breast pain/tenderness/discomfort (9.5%); 
metrorrhagia/menstrual disorder (7.5%); diarrhea (7.2%); 
and genital pruritus (5.5%).
Adverse Reactions Leading to Discontinuation
Among subjects using ANNOVERA for contraception, 12% 
discontinued from the clinical trials due to an adverse reaction. 
Adverse reactions leading to discontinuation by ≥1% of 
ANNOVERA-treated subjects, include: metrorrhagia/menorrhagia 
(1.7%); headache, including migraine (1.3%), vaginal discharge/
vulvovaginal mycotic infections (1.3%); nausea/vomiting (1.2%). 
In addition, 1.4% of subjects discontinued ANNOVERA use due to 
vaginal system expulsions.
Serious Adverse Reactions
Serious adverse reactions occurring in ≥2 subjects were: VTEs 
(deep venous thrombosis, cerebral vein thrombosis, pulmonary 
embolism); psychiatric events; drug hypersensitivity reactions; 
and spontaneous abortions.

DRUG INTERACTIONS
Drugs or herbal products that induce certain enzymes, including 
CYP3A4, may decrease the effectiveness of ANNOVERA or
increase breakthrough bleeding. Counsel patients to use a 
backup or alternative method of contraception when enzyme 
inducers are used with ANNOVERA. Do not co-administer 
ANNOVERA with HCV drug combinations containing ombitasvir/
paritaprevir/ritonavir, with or without dasabuvir, due to potential 
for ALT elevations.

USE IN SPECIFIC POPULATIONS
Pregnancy
Discontinue ANNOVERA if pregnancy occurs.
Lactation
Not recommended for nursing mothers; can decrease milk 
production.
Pediatric Use
Safety and efficacy of ANNOVERA have been established in 
women of reproductive age. Efficacy is expected to be the same 
for postpubertal adolescents under the age of 18 as for users 
18 years and older. Use of ANNOVERA before menarche is 
not indicated.
Geriatric Use
ANNOVERA has not been studied in females who have reached 
menopause and is not indicated in this population.
Hepatic Impairment
No studies have been conducted to evaluate the effect of hepatic 
impairment on the disposition of ANNOVERA. Acute or chronic 
disturbances of liver function may necessitate the discontinuation 
of CHC use until markers of liver function return to normal and 
CHC causation has been excluded.
Renal Impairment
No studies were conducted in subjects with renal impairment; 
ANNOVERA is not recommended in patients with 
renal impairment.
Body Mass Index (BMI)/Body Weight
The safety and efficacy of ANNOVERA in females with a BMI 
>29 kg/m2 have not been adequately evaluated because this 
subpopulation was excluded from the clinical trials after 2 VTEs 
occurred in females with a BMI > 29 kg/m2. Higher body weight 
is associated with lower systemic exposure of SA and EE. 

WARNING: CIGARETTE SMOKING AND SERIOUS 
CARDIOVASCULAR EVENTS
Cigarette smoking increases the risk of serious 
cardiovascular events from combination hormonal 
contraceptive (CHC) use. This risk increases with age, 
particularly in females over 35 years of age, and with 
the number of cigarettes smoked. For this reason, 
CHCs should not be used by females who are over 
35 years of age and smoke.

ANVA-20159.3  02/2020

Manufactured for: TherapeuticsMD, Inc. 
Boca Raton, FL 33431
Based on  ANVA-LAB-20001.2  01/2020
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PRACTICE MATTERS

by BRIAN IRIYE, MD; AND JIM KELLER, MD

Best care wins
Clinicians seek medical solutions to 
challenging problems, by reading books, 
collaborating with other physicians, and 
reviewing the latest research to provide 
superior care. Ironically, these same 
clinicians will push patients through 
an office at rapid intervals, utilize 
unsatisfactory medical equipment, 
and have high office staff turnover—all 
of which keeps patients from receiving 
the best care.  

We have seen how poor business 
decisions can harm care. There are a few 
common and obvious signs: schedules 
with long wait times and low satisfac-
tion, use of equipment that handicaps 
decision-making and procedures, and 
inexperienced staff due to high turnover. 

It is with this inaugural Practice 
Matters column that we hope to shed 
light on a complicated topic that has 
been exacerbated by the COVID-19 
pandemic. Practice management 
encompasses everything from negotiat-
ing contracts to building teams.

Patient care dramatically improves 
with superior practice management. 
The 2 are symbiotic. People often con-
sider learning practice management 
largely for economic and business 
reasons, such as lowering office costs, 
understanding contract negotiation, 
or tackling human resource issues. 

However, the highest-performing 
practices often realize that excellent 
management helps improve patient 
care. This, in turn, can lead to smoother 
practice management.  

Management is easier
High-performing centers can afford 
to pay their employees more, seeing 
decreased turnover and retaining 
more experienced staff (Photo). 
Improved payer contracting  may 
allow for less compacted schedules, 
thereby improving possible outcomes, 
reducing provider burnout, and raising 
patient satisfaction. But what comes 
first—better care that allows stronger 
practice management positions, or the 
other way around? It does not matter; 
both are important and help each other. 

In addition to the examples of prob-
lems given above, poorly run practices 
reduce opportunities for investing in 
cutting-edge equipment, for allow-
ing continuing medical education 
expenditures, or for upgrading elec-
tronic health records and telemedicine. 
Using ultrasonography equipment as 
an example, Moore’s law states that 
computer processing speed doubles 
every 18 months. Hence a machine that 
is 6 years old may be 16 times slower or 
experience 16-fold reduction in pixel 
density than a machine using modern 
processing power. When picture quality 
in ultrasonography is reduced by slower 

frame rates or decreased pixel detail, 
lower diagnostic power is the result. 

No money, no mission
Our university friends often utter those 
words. Financial success is essential 
to their research, patient care, and 
community involvement. However, 
physicians joining university models 
often believe they are now outside the 
realm of practice management and trust 
that others more trained in business can 
better lead their practices. There may 
be some expertise at the administrative 
levels of these more extensive systems; 
however, there also usually is a lack of 
understanding of the effect of decisions 
and their clinical impact. Also, within 
large systems, the health care entity 
desires to retain maximal profit for a 
system and not for a specific depart-
ment or individual provider. Release 
of decision-making power to others 
regarding practice management leads to 
a cascade of decisions affecting patient 
care. Within university institutions, 
clinical leaders often regret their lack 
of skills in practice management.

Your contract
Physicians need basic knowledge of 
revenue cycle management. Another 
problem we often see within health 
care systems is the push toward 
bonuses based upon RVU production 
or collections. Physicians without an 

Practice management is crucial 
for ob-gyns and all clinicians
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understanding of revenue cycle man-
agement often see their bonuses as a 
black box, leading to feelings of distrust 
and lack of transparency. Conversely, 
poor revenue cycle management leads 
to a clinician believing that hard work 
toward care has been for naught and 
creates feelings of helplessness in cor-
recting financial issues. Fundamentally, 
the lack of practice management knowl-
edge is a training issue.

Patients expect quality and patient 
safety as a given in our health care 
system. Best-performing practices view 
excellent business skills as synergistic 
to optimal care. Yet there is a lack of 
practice management knowledge in 
our profession. A survey of maternal-
fetal medicine providers by Porter et al 
showed that 85% felt unprepared upon 
completion  of fellowship regarding 
practice management knowledge.1 
This deficit persisted years into practice, 
and a similar percentage said they wish 
they had been taught more during their 
training. Interested physicians can read-
ily learn these skills. Our past efforts 
within the Society for Maternal-Fetal 
Medicine’s (SMFM) practice manage-
ment book, Contemporary Guide to 
Practice Management for Physicians, 
Managers, and Administrators, although 
MFM-based, contains information that 
can be utilized by any medical practice.2 

We hope to share much of this book’s 
material in future columns.  

More than finance
Providing outstanding care requires a 
team, and the successful team relies 
upon a positive culture and insightful 
leadership. Physicians are often lead-
ers within a clinical realm. However, 
within office systems, leaders create the 
culture. Because physicians understand 
the demands of clinical responsibility, 

they are crucial to creating quality care 
and patient-centered environments. 
Physicians, however, are often unpre-
pared and poorly trained for these roles, 
which require skills in team building, 
conflict management, performance 
feedback, understanding of cultural 
diversity, emotional intelligence, and 
the time to learn and perform these 
skills. Physicians should seek courses 
from organizations to enlarge their 
skills toolbox. SMFM has a Physician 
Leadership Academy consisting of 
reading, in-person classes, and Zoom 
call follow-up. The American College 
of Obstetricians and Gynecologists 
has a National Leadership Institute. 
Courses from the American Associa-
tion for Physician Leadership have long 
been considered a gold standard for 
maximizing leadership potential and 
skill development. The breadth of offer-
ings from organizations and societies 
displays the need for these skills to 
create high-performing teams.  

Upcoming changes
Medical care is dramatically changing. 

The pandemic has pushed telemedicine 
to the forefront and altered our means 
of communication. The development of 
forward-thinking teams has never been 
more critical. The coming change from 
volume-based to value-based care is 
vital for physicians to understand the 
nuances to survive and thrive within 
these new but necessary systems.  

We hope our future endeavors 
within these pages provide informative 
assistance for your practices, and we 
would like to take the opportunity to 
thank the editors for acknowledging the 
importance of the field and allowing us 
to contribute. We hope that improving 
your practice management skills will 
lead you further toward your goal of 
why you went into medicine initially: to 
provide outstanding patient care.

Through this series we hope to 
engage experts in all areas of practice 
management to help you improve your 
practice, quality of life, and the care you 
provide the communities you serve.

  

Some topics to be addressed 
include the following:

  Telehealth
  Value-based practice
  Billing and coding
  Contracting
  Finding, changing, and keeping 

your best job
  Leadership and practice culture
  Creation and success of an 

advanced practitioner program

If you have further suggestions, 
please reach out to COGeditorial@
mmhgroup.com.  

FOR REFERENCES VISIT  
contemporaryobgyn.net/bestcare

These 3 team members at High Risk 
Pregnancy Center in Las Vegas (R to L: 

Nicole Arias, Nubia Sandhu, and Frances 
Macias) have assisted in delivering 
superior care for over 20 years each 
and were 3 of the first employees at 

the practice of one of the authors. Their 
experience and dedication are difficult 
to replace and show the importance of 

practice management to provide for your 
team as well as your patients.
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MARKETPLACE
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Southern California.

Private OB/GYN practice for sale.

INQUIRIES TO 
PracticeWomensCare@gmail.com

  West Atlanta;
  Established, Gynecology only.
  Experienced sta� , Mid-Levels.
  More profitable than Hospital 

based.

  In o� ice Ultrasound, Colposcopy, LEEP, 
Hysteroscopy, Bone Density Studies, 
Sonohysterograms, Novasure, Myosure 
Procedures.
  Control your destiny.
  Flexible Terms.

Contact pholloway@douglaswomenscenter.com
Or text 770-262-7433.
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Fetal Pillow®

The Fetal Pillow is a balloon cephalic device 

that elevates the fetal head and facilitates 

the delivery of the fetus in women requiring 

a C-section at full dilation or after a failed 

instrumental vaginal delivery.1 It can help 

reduce both fetal and maternal morbidity,2

and it has been shown to reduce time to 

delivery after a hysterotomy is performed 

by as much as 23 seconds.3

Not Every Birth is Routine… 

1. FDA Clearance DEN150053 – July 27,2017.
2. Seal, S.L. , Dey, A. , Barman, S.C. , Kamilya, G. , Mukherji, J. , Onwude, J.L. Randomized controlled trial of elevation 

of the fetal head with a fetal pillow during cesarean delivery at full cervical dilatation. 
International Journal of Gynecology and Obstetrics. 2016;133: 178-182. 

3. Lassey, Sarah C.; Little, Sarah E.; Saadeh, Michael; Patton, Nicole; Farber, Michaela K.; Bateman, Brian T.; Robinson,
Julian N. Cephalic Elevation Device for Second-Stage Cesarean Delivery: A Randomized Controlled Trial.
Obstetrics & Gynecology: March 10, 2020.

To learn more or to schedule 
a product demo, scan QR code 
or visit fetalpillow.com

Elevate a Deeply Engaged Fetal Head 
During Second Stage C-sections1

© 2021 CooperSurgical, Inc.               C-US-FET-000028

800.243.2974 | 203.601.5200
www.coopersurgical.com
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The best possible 
maternal-fetal medicine 
and pediatric care 
for your patients—
all in one place.

A destination for coordinated expertise for the most 
simple to the most complex deliveries: the new 
Maternity Tower at Riley Hospital for Children.
This leading edge facility brings together the most highly skilled care for high-risk moms 
and newborns, before, during and after birth—all in one convenient location. With the 
most up-to-date amenities and services for labor and delivery, your patients will 
receive care that is unmatched in Indiana.

To learn more visit rileychildrens.org/newtower
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Partner with highly skilled neonatologists and 
maternal-fetal medicine specialists.
When an expecting mother or newborn patient of yours is facing  
health risks, you can trust Riley Maternity and Newborn Health to  
provide both highly skilled maternal-fetal medicine and the highest  
level of pediatric care. 

Riley Maternity and Newborn Health offers a full 
spectrum of prenatal, obstetric and postnatal care. 
No matter their needs for care—from at-risk to 
common—moms and babies have direct access to:

■  Board certified maternal-fetal medicine  
physicians working side by side with board  
certified neonatologists, pediatric subspecialists  
and other care providers

■  Advanced imaging, including MRI, Fetal Echos,  
and extensive ultrasounds coordinated within  
one office, in one day

■  Pediatric specialty care from the only Neonatology  
team in Indiana ranked nationally by U.S. News &  
World Report

■  The only comprehensive children’s hospital in  
the state, delivering the highest level of expertise  
and care for all needs, from the most simple to  
the most complex

■  A support system including a registered nurse  
fetal care coordinator and a family support  
coordinator who can provide tours and assistance  
with non-medical needs

■  The only pediatric hospital affiliated with Indiana  
University School of Medicine 

Our team is committed to maintaining open 
communication and strong collaboration with 
physicians like you. To refer a patient for highly 
skilled care at Riley Maternity and Newborn 
Health, contact us at 317.944.7010.

Our wide variety of capabilities and services allow us  
to handle any high risk pregnancies and fetal anomalies.
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